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LI STRUCTURE UPLOADED 
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=> d que 13 stat 
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Structure attributes must be viewed using STN Express query preparation. 
L3 276 SEA FILE=REGISTRY SSS FUL LI 

100. 0% PROCESSED 3469 ITERATIONS 276 ANSWERS 

SEARCH TIME: 00.00.01 



=> s 13 and caplus/lc 

73780714 CAPLUS/LC 
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ED Entered ST\: 28 Oct 2008 

CN Phosphonium, [2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5- 
methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4-yl] ethyl] triphenyl- (CA 
INDEX NAME) 

FS STEREOSEARCH 

MF C33 H35 N 04 P 

CI COM 

SR CA 

Absolute stereochemistry. 
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CN 6-0xa-2-azabicyclo"3. 2. 0~heptane-3, 7 dione, 

L (2-cvelohexen-l vlmethvl) -4- (2-iodoethyl) -5-methyl- (CA INDEX NAME) 
MF C15 H20 I N 03 
SR Other Sources 

Database: ChemSpider (CliemZoo, Inc.) 
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CN 6-0xa-2-azabicyclo"3. 2. 0~heptane-3, 7-dione, 
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MF C14 H19 N 03 
SR Other Sources 

Database: ChemSp ider (ChemZoo, Inc.) 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4 (2-bromoethvi)-l-(2-cvclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 
MF C15 H20 Br N 03 
SR Other Sources 

Database: ChemSpider (CliemZoo, Inc.) 
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held by the publishers listed in the PUBLISHER (PB) field (available 
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26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 4 Mar 2011 VOL 154 ISS 11 

FILE LAST UPDATED: 3 Mar 2011 (20110303/ED) 

REVISED CLASS FIELDS (/NCL) LAST RELOADED: Oct 2010 

USPT0 MANUAL OF CLASSIFICATIONS THESAURUS ISSUE DATE: Oct 2010 

CAplus now includes complete International Patent Classification (IPC) 
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CAS Information Use Policies apply and are available at: 
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2011:108868 CAPLUS 
154:199336 

Combination of proteasome inhibitors and 

anti-hepatitis medication for treating hepatitis 

Schubert, Ulrich 

V i i'o I ogi k Gml)ll, GiM'manv 

PCT Int. Appl. , 148pp. 

CODEN: PIXXD2 

Patent 

English 



PATENT NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 
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Al 
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DE 2009-102009028015 


20090724 



PRIORITY APPLY IXI'O. : 



DE 2009-102009028015A 
EP 2010-151135 A 
US 2010-296363P P 



20090724 
20100119 
20100119 



ABSTRACT: 

The present invention relates to kit of pharmaceutical compns. for the 
treatment of a hepatitis viral infection in a human or animal individual who 
does not respond or is refractory to treatment with at least one 
pharmaceutically active agent in use against viral hepatitis infections, 
comprising: (a) at least one first pharmaceutical composition comprising at leasi 
one proteasome inhibitor! (b) at least one second pharmaceutical composition 
comprising at least one first different pharmaceutically active agent in use 
against viral hepatitis infections, and (c) optionally at least one second 
different pharmaceutically active agent in use against viral hepatitis 
infections, comprised in said at least one second or in at least one third 
pharmaceut i ca 1 compos i t ion 

IT 437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(combination of proteasome inhibitors and anti-hepatitis medication for 
treating hepatitis) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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SOURCE: 

DOCUMENT TYPE: 
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PATENT INFORMATION: 



2010:1632261 CAPLUS 
154:101765 

Materials and methods for treating and preventing 
viral infections and cancer using peptide antagonists 
of SOCS-1 or SOCS-3 

Johnson, Howard \1. I Ahmed, Chulbul Iqbal M. 

University of Florida, USA 

PCT Int. Appl. , 110pp. 

C0DEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



W0 2010151495 A2 20101229 WO 2010 I S39195 2010061* 

W: AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, 
CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, EE, EG, 
ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, 
KE, KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, 
MD, ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PE, 
PG, PH, PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, ST, SV, 
SY, TH, TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW 
RW: AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HR, 
HU, IE, IS, IT, LT, LU, LV, MC, MK, MT, NL, NO, PL, PT, RO, SE, 
SI, SK, SM, TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, 
NE, SN, TD, TG, BW, GH, GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, 
TZ, UG, ZM, ZW, AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 
PRIORITY APPLN. INFO. : US 2009-220920P P 20090626 

US 2010-354124P P 20100611 

ABSTRACT : 

The subject invention concerns materials and methods for inhibiting activity of 
a broad spectrum of viruses in humans and animals. In one embodiment of the 
invention, a method is provided for treating or preventing viral infection in 
an animal by administering an effective amount of peptide that is an antagonist 
of SOCS-1 and/or SOCS-3. In a specific embodiment, the peptide corresponds to 
the activation loop of janus kinase JAK2. In an exemplified embodiment, the 
peptide has the amino acid sequence: LPQDKEYYKVKEP (pJAK2 (1001-1013)) (SEQ ID 
N0:1). Compns. contemplated within the scope of the invention include peptides 
of the invention and optionally one or more other antiviral compds. Examples 
of viruses whose replication can be inhibited using the present invention 
include, but are not limited to, vaccinia virus, EMC virus, influenza virus, 
and herpes simplex virus. In addition to treating a human or animal having a 
viral infection, the subject invention can also be used to prevent viral 
infection in an uninfected human or animal. The peptide, or polynucleotide 
encoding it, can also be used to treat cancer. 

IT 437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(as further antitumor agent; materials and methods for treating and 
preventing viral infections using peptide antagonists of SOCS-1 or 
SOCS-3) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 axab i eve I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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Materials and methods for the identification of 

drug-resistant cancers and treatment 

Zhan, Fenghuang; Zangari, Maurizio; Tricot, Guido 

University of Utah Research Foundation, USA 

PCT Int. Appl. , 67pp. 

CODEN: PIXXD2 

Patent 
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PATENT NO. 
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PRIORITY APPLN. 


[NFO 














US 2009-269661P 




P 20090626 



ABSTRACT: 

Disclosed herein are diagnostic methods for identifying cancer and predicting 

gene expression alone or in combination with other genes or clin. factors. The 
test is suitable for diagnosing and monitoring treatment of subjects having or 
suspected of having a neoplastic disease, such as multiple myeloma. The 
invention also relates to the use of inhibitors of NEK2 in the treatment of 
cancer, including drug-resistant multiple myeloma. 

IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(materials and methods for the identification of drug-resistant cancers 
and treatment) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azabieye I o| 3. 2. 0 hopt anr 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotatii 
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DOCUMENT NUMBER: 154:234347 

TITLE: Total Synthesis of (-)-Salinosporamide A 

AUTHOR (S) : Kaiya, Yuji; Hasegawa, Jun-ichi; Momose, Takayuki ; 

Sato, Takaaki ; Chi da, Xoritaka 
CORPORATE SOURCE: Department of Applied Chemistry, Faculty of Science 

and Technology, Keio University, 3-14-1, Hiyoshi, 

Kohoku-ku, Yokohama, 223-8522, Japan 
SOURCE: Chemistry— An Asian Journal (2011), 6(1), 209-219 

C0DEN: CAAJBI; ISSN: 1861-4728 
PUBLISHER: Wiley-VCH Verlag GmbH & Co. KGaA 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

A detailed description of our second generation total synthesis of 
salinosporamide A is presented. Three contiguous stereocenters in the 
Y-lactam structure seen in the natural product were established by 
stereoselective functionalization of a D-arabinose scaffold, including an 
Overman rearrangement to generate a highly congested tetrasubstituted carbon 
center. One of the definitive reactions in the synthesis was a Lewis acid 
mediated skeletal rearrangement of a pyranose structure, which enabled the 
practical conversion of the carbohydrate scaffold to the y-lactam 
structure embedded in salinosporamide A. The use of a benzyl ester as a 
protective group for a sterically hindered carboxylic acid led to a one-pot 
global deprotection at the end of the synthesis. 

IT 437742-34-2P , (-) -Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(total synthesis of salinosporamide A via skeletal and Overman 

RN 43 7742-34-2 ^CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2010:1533193 CAPLUS 
154:207305 

Synthetic studies of salinosporamide A through the 
intramolecular hydroamidation of alkynes 
Kamisaki, Haruhi ; Kobayashi, Yusuke! Kimachi, 
Tetsutarol Yasui, Yoshizumi; Takemoto, Yoshiji 



Graduate School of Ph 
University, Yoshida, Sakyo-ku, 
Journal of Organometallic Chemi 
Date 2011, 696(1), 42-45 
C0DEN: J0RCAI; ISSN: 0022-328X 
Elsevier B. V. 
Journal 
English 



Kyoto 

Kyoto, 606-8501, Japan 
stry (2010), Volume 



0TBS 

HO, // 

BnO 

Me0 2 C \ pMB j 



ABSTRACT: 

Rhodium-catalyzed intramol. hydroamidation of alkynes was carried out to 
construct the synthetic intermediates, e.g., I, of a proteasome inhibitor, 
salinosporamide A. Several alkynyl formamides, e.g., II, were synthesized and 
subjected to the hydroamidation reaction. Some derivs. with a methoxymethyl 
(MOM) or 2-methoxy-2-Pr (MOP) group near the reaction site were converted to 
the corresponding lactams in excellent yields. 

IT 437742-34-2P , (-) -Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(synthetic studies of salinosporamide A via intramol. hydroamidation of 
alkynyl formamides) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 




REFERENCE COUNT: 



37 THERE ARE 37 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



10/561,711 03/04/2011 

L6 ANSWER 6 OF 169 CAPLUS COPYRIGHT 2011 ACS on STN 
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DOCUMENT NUMBER: 154:198281 

TITLE: Salinosporamide Natural Products: Potent 20S 

Proteasome Inhibitors as Promising Cancer 

Chemotherapeutics 
AUTHOR (S): Gulder, Tobias A. M. ; Moore, Bradley S. 

CORPORATE SOURCE: Scripps Institution of Oceanography, Skaggs Sch. 

Pharm. Pharmaceutical Sci. , Univ. California at San 

Diego, La Jolla, CA, 92093-0204, USA 
SOURCE: Angewandte Chemie, International Edition (2010), 

49(49), 9346-9367 

C0DEN: ACIEF5; ISSN: 1433-7851 
PUBLISHER: Wiley-VCH Verlag GmbH & Co. KGaA 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 
ABSTRACT: 

A review. Proteasome inhibitors are rapidly evol\ing as potent treatment 
options in cancer therapy. One of the most promising drug candidates of this 
type is salinosporamide A from the bacterium Salinispora tropica. This marine 
natural product possesses a complex, densely functionalized 
Y-lactam-0-lactone pharmacophore, which is responsible for its 
irreversible binding to its target, the P subunit of the 20S proteasome. 
Salinosporamide A entered phase I din. trials for the treatment of multiple 
myeloma only three years after its discovery. The strong biol. activity and 
the challenging structure of this compound have fueled intense academic and 
industrial research in recent years, which has led to the development of more 
than ten syntheses, the elucidation of its biosynthetic pathway, and the 
generation of promising structure-activity relationships and oncol. data. 
Salinosporamide A thus serves as an intriguing example of the successful 
interplay of modern drug discovery and biomedical research, medicinal chemical and 
Pharmacol. , natural product synthesis and anal. , as well as biosynthesis and 
bioengineering. 

IT 437742-34-2 , Salinosporamide A 

RL: NP0 (Natural product occurrence); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; 0CCU (Occurrence) ; USES (Uses) 
(salinosporamide natural products as potent 20S proteasome inhibitors 
for cancer chemotherapeutics) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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DOCUMENT NUMBER: 154:30091 

TITLE: Bioinspired Total Synthesis and Human Proteasome 

Inhibitory Activity of (-)-Salinosporamide A, 
(-)-Homosal i nosporamide A, and Derivatives Obtained 
via Organonucleophile Promoted Bis-cyclizations 

AUTHOR(S): Nguyen, Henry; Ma, Gil; Gladysheva, Tatiana; Fremgen, 

Trisha; Romo, Daniel 

CORPORATE SOURCE: Department of Chemistry, Texas A&M University, College 

Station, TX, 77842-3012, USA 

SOURCE: Journal of Organic Chemistry (2011), 76(1), 2-12 

C0DEN: J0CEAH; ISSN: 0022-3263 

PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal; (online computer file) 

LANGUAGE: English 

ABSTRACT: 

A full account of concise, enantioselect ive syntheses of the anticancer agent 
(-)-salinosporamide A and derivs. , including (-)-homosalinosporamide, that was 
inspired by hi osynthet ic considerations is described. The brevity of the 
synthetic strategy stems from a key bis-cyclization of a P-keto tertiary 
amide, which retains optical purity enabled by Al, 3-strain rendering slow 
epimerizat ion relative to the rate of bis-cyclization. Optimization studies of 
the key bis-cyclization, enabled through byproduct isolation and 
characterization, are described that ultimately allowed for a gram scale 
synthesis of a versatile bicyclic core structure with a high degree of 
stereoretent ion. An optimized procedure for zi urate generation by the method 
of Knochel, generally useful for the synthesis of salino A derivs. , led to 
dramatic improvements in side-chain attachment and a novel diastereomer of 
salino A. The versatility of the described strategy is demonstrated by the 
synthesis of designed derivs. including (-)-homosalinosporamide A. Inhibition 
of the human 20S and 26S proteasome by these derivs. using an enzymic assay are 
also reported. The described total synthesis of salino A raises interesting 
questions regarding how biosynthetic enzymes leading to the salinosporamides 
proceeding via optically active (3-keto secondary amides, are able to 
maintain the stereochem. integrity at the labile C2 stereocenter or if a 
dynamic kinetic resolution is operative. 

IT 1256639-02-7P 

RL: PAC (Pharmacological activity); PRP (Properties); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(crystal structure; diastereo- and enantioselective preparation of 
(-)-salinosporamide A via bis-cyclization of 3~keto tertiary amide 
in intramol. aldol/l actoni zat ion process and SAR of its proteasome 
inhibitory activity) 
RN 1256639-02-7 CAPLUS 

CN 6 Oxa 2 azab i eye I o [ 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) -hydroxyphenylmethyl]-5-methyl-, (IS, 4S, 5R) -rel- 
(CA INDEX NAME) 

Relative stereochemistry. 
HOl^Ph 



IT 1256842-57-5P 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(crystal structure; diastereo- and enantioselective preparation of 
(-)-salinosporamide A via bis-cyclization of P-keto tertiary amide 
in intramol. aldol/lactonization process and SAR of its proteasome 
inhibitory activity) 
RN 1256842-57-5 CAPLUS 

CN 6-0xa-2-azabicyclc>;3._2. OJieptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



10/561, 711 



03 04 2011 



Absolute stereochemistry. 




IT 942517-04-6P 942517-Q9-1P 1256638-99-9P 
1256639-01-6P 1256639-Q3-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(deprotection; diastereo- and enant ioselective preparation of 
(-) -salinosporamide A via bis-cyclization of p-keto tertiary amide 
in intramol. a Idol, I act on i /.at ion process and SAR of its proteasome 
inhibitory activity) 
RN 942517-04-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-2- [ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R) -rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 942517-09-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1 (2 ehloroMhyl) 1 (R) (1R) 2 eye I ohexen 1 vl livdroxymethyl] ~2~ [ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R) -rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 1256638-99-9 CAPLUS 

CN 6-0xa-2-azabicyclo!3. 2. 0" heptane-3, 7-dione, 

4- (2-chloroethyl) -1- (2-cyclohexen-l-ylhydroxymethyl) -2- [ (4- 
methoxyphenyl) methyl] -5-methyl-, (1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 




1256639-01-6 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Relative stereochemistry. 
/CH2C1 



HOT'Ph 



RN 1256639-03-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Relative stereochemistry. 



IT 437742-34-2P, ( ) Sa I i nosporam i dr A 

RL: PAC (Pharmacological activity); PUR (Purification or recovery); SPN 
(Synthetic preparat ion) ; Till (Therapeutic use); BIOL (Biological study); 
PREP (Preparation) ; USES (Uses) 

(diastoroo and enan 1 i osr 1 re t i vr preparation of ( ) sal inosporamide A via 
bis-cyclization of P-keto tertiary amide in intramol. 
aldol/lactonization process and SAR of its proteasome inhibitory 
activity) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Abso I Li 1 r si iMvoehem i si rv. K'ol a 1 i on ( ! . 



IT 942516-89-4P 1239987-24-6P , (-)-Homosalinosporamide 
A 1256639-04-9P 

R\,: I'AC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(diastereo- and enantioselective preparation of (-)-salinosporamide A via 
bis-cyclization of 0-keto tertiary amide in intramol. 
aldol/lactonization process and SAR of its proteasome inhibitory 
activity) 
RN 942516-89-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) " (1R) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, 
(lS,4S,5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 1239987-24-6 CAPLUS 

CN 6 Oxa 2 a/,ab i eye I o | 3. 2. 0 i hrp1 aim 3,7 dionr, 

4- (3-chloropropyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



H \ ° H 



Cl 

- (CH 2 ) { 



RN 1256639-04-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (2, 3-dimethylphenyl) hydroxymethyl] -5-methyl- 
(1S, 4S, 5R)-rel- (CA INDEX NAME) 



Relative stereochemistry. 



10/561, 711 



03 04 2011 




IT 909569-43-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(diastoroo and (.Mian 1 i osc I re t i vc preparation of (-) sal inosporamide A via 
bis-cyclization of 0-keto tertiary amide in intramol. 
aldol/lactonization process and SAR of its proteasome inhibitory 
activity) 
RN 909569-43-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(lS,4S,5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 
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ACCESSION NUMBER: 2010:1363281 CAPLUS 

TITLE: Bortezomib 
AUTHOR (S): Einsele, Hermann 

CORPORATE SOURCE: Department of Internal Medicine II, University 

Hospital Wuezburg, Wuerzburg, 97080, Germany 

SOURCE: Recent Results in Cancer Research (2010), 184 (Small 

Molecules in Oncology), 173-187 
C0DEN: RRCRBU; ISSN: 0080-0015 

PUBLISHER: Springer GmbH 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

ABSTRACT : 

The ubiquitin-mediated degradation of proteins in numerous cellular processes, such 
as turnover and quality control of proteins, cell cycle and apoptosis, 
transcription and cell signaling, immune response and antigen presentation, and 
inflammation and development makes the ubiquitin-proteosome systems a very 
interesting target for various therapeutic interventions. Proteosome 
inhibitors wore I'irst synthesized as tools to probe the function and 
specificity of this particle's proteolytic activities. Most synthetic 
inhibitors rely on a peptide base, which mimics a protein substrate, attached 
at a C00H terminal "warhead". Notable warheads include boronic acids, such as 
Bortezomib and epoxyketones, such as carfilzomib. A variety of natural 
products also inhibit the proteosome that are not peptide-based, most notably 
lactacystin, that is related to NPI-0052, or salinosporamide A, another 
inhibitor in clin. trials. The possibility that proteosome inhibitors could be 
drug candidates was considered after studies showed that they induced apoptosis 
in leukemic cell lines. The first proteasome inhibitor in clin. application, 
Bortezomib showed activity in non small cell lung and androgen-independent 
prostate carcinoma, as well as MM and mantle cell and follicular Non-Hodgkin' s 
lymphoma. It is now licensed for the treatment of newly diagnosed as well as 
relapsed/progressive MM and has had a major impact on the improvement in the 
treatment of MM in the last few years. 

IT INDEXING IN PROGRESS 

IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified) I BIOL (Biological study) 
(clin. application in proteasome inhibitor) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




OS. CITING REF COUNT: 2 THERE ARE 2 CAPLUS RECORDS THAT CITE THIS RECORD 
(2 CITINGS) 
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ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 



CORPORATE SOURCE: 

SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
GRAPHIC IMAGE: 



CAPLUS COPYRIGHT 2011 ACS on STN 
2010:1333311 CAPLUS 
154:64491 

An enantio- and diastereocontrolled synthesis of 
(-)-salinosporamide A 

Sato, Yosuke! Fukuda, Hayato! Tomizawa, Masaki I 
Masaki, Tomohito; Shibuya, Masatoshi ; Kanoh, Naoki I 
[nabuchi, Yoshiharu 

Graduate School of Pharmaceutical Sciences, Tohoku 

University, Sendai, 980-8578, Japan 

Heterocycles (2010), 81(10), 2239-2246 

C0DEN: HTCYAM; ISSN: 0385-5414 

Japan Institute of Heterocyclic Chemistry 

Journal 

English 




ABSTRACT : 

The enantio- and diastereocontrolled total synthesis of (-)-salinosporamide A 
(I), a potent 20S proteasome inhibitor, was accomplished through 
organocatalytic aldolization, diastereoselective Claisen condensation, a 
Rh-catalyzed Reformatsky reaction, and an AZADO-catalyzed oxidative 
P-lactonization reaction as the key reactions. 

IT 1258864-08-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(enantio- and diastereocontrolled synthesis of (-)-salinosporamide A 
via organocatalytic aldolization, diastereoselective Claisen 
condensation, Rh-catalyzed Reformatsky, and AZADA-catalyzed oxidative 
P-lactonization) 
RN 1258864-08-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-yl [ (trimethylsilyl) oxy]methyl]-4- [2- [ [ (1, 1- 
dimethylethyl)diphenylsilyl]oxy]ethyl]-5-methyl-, (1R.4R, 5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 




IT 437742-34-2P , (-)-Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(enantio- and diastereocontrolled synthesis of (-)-salinosporamide A 
via organocatalytic aldolization, diastereoselective Claisen 
condensation, Rh-catalyzed Reformatsky, and AZADA-catalyzed oxidative 
3-lactonization) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 



10/561, 711 

(1R,4R, 5S)- (CA INDEX NAME) 
Absolute stereochemistry. Rotation (-). 



03/04/2011 



Page 22 




OS. CITING REF COUNT: 1 THERE ARE 1 CAPLUS RECORDS THAT CITE THIS RECORD 
(1 CITINGS) 

REFERENCE COUNT: 34 THERE ARE 34 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L6 ANSWER 10 OF 169 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT 
PATENT INFORMATION: 

PATENT NO. 

CN 101863893 
PRIORITY APPLN. INFO. : 
OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



10/561,711 03/04/2011 

CAPLUS COPYRIGHT 2011 ACS on STN 
2010:1325926 CAPLUS 
153:600599 

Method for asymmetric synthesis of salinosporamide A 
and its analog 

Li, Weidong; Bai, Yingjun; Chen, Li 

Nankai University, Peop. Rep. China 

Faming Zhuanli Shenqing, 17pp. 

CODEN: CNXXEV 

Patent 

Chinese 

1 



KIND DATE 



MARPAT 153:600599 



APPLICATION NO. 



CN 2010-10203965 
CN 2010-10203965 



20100621 
20100621 




ABSTRACT : 

The invention relates to a method for asym. synthesis of salinosporamide A (I) 
and its analogs of formula II and III. Compds. II and III, wherein Rl, R2 and 
R3 are independent H, Cl~8 (un) substituted alkyl, C2-8 (un) substituted alkenyl, 
C2-8 (un) substituted alkynyl, etc., are claimed. Compds. I was prepared via 
addition, cyclization and lactoni za.1 i on. The method has advantages of easily 
obtained materials, few steps, simple operation and large capability. 

IT 437742-34-2P 823229-26-1P 1254580-Q9-QP 
1254580-1 1-4P 1254580-12-5P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(enantioselective synthesis of salinosporamide A and its analogs) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/ab i eye I o 3.2.0 heptane 3,7 dionc, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



10/561, 711 



03/04/2011 




RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl- (1R, 4R, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1254580-09-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- (1-methylethyl) 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1254580-11-4 CAPLUS 

CN 6 Oxa 2 a/ab i eye I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-phenyl 
(1R.4R.5R)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1254580-12-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5- 
(trifluoromethyl)-, (1R,4R,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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L6 ANSWER 11 OF 169 CAPLUS COPYRIGHT 2011 ACS on STN 
ACCESSION NUMBER: 2010:1317440 CAPLUS 

DOCUMENT NUMBER: 154:58588 

TITLE: Characterization of 5-Chloro-5-Deoxy-D-Ribose 

1-Dehydrogenase in Chloroethylmalonyl Coenzyme A 
Biosynthesis: Substrate and reactin profiling 

AUTHOR(S): Kale, Andrew J. ; McGlinchey, Ryan P. ; Moore, Bradley 

S. 

CORPORATE SOURCE: Center of Marine Biotechnology and Biomedicine, 

Scripps Institution of Oceanography, University of 
California at San Diego, La Jolla, CA, 92093, USA 

SOURCE: Journal of Biological Chemistry (2010), 285(44), 

33710-33717 

C0DEN: JBCHA3; ISSN: 0021-9258 
PUBLISHER: American Society for Biochemistry and Molecular 

Biology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

SalM is a short chain dehydrogenase/reductase enzyme from the marine 
actinomycete Salinispora tropica that is involved in the biosynthesis of 
chloroethylmalonyl-CoA, a novel halogenated polyketide synthase extender unit 
ol' the protrasomr inhibitor salinosporamide A. SalM was heterologously 
overexpressed in Escherichia coli and characterized in vitro for its substrate 
specificity, kinetics, and reaction profile. A sensitive real-time 13C NMR 
assay was developed to visualize the oxidation of 5-chloro-5-deoxy-D-ribose to 
5-chloro-5-deoxy-D-ribono-Y _ lactone in an NAD+-dependent reaction, 
followed by spontaneous lactone hydrolysis to 5-chloro-5-deoxy-D-ribonate. 
Although short-chain dehydrogenase/reductase enzymes are widely regarded as 
metal-independent, a strong divalent metal cation dependence for Mg2+, Ca2+, or 
Mn2+ was observed with SalM. Oxidative activity was also measured with the 
alternative substrates D-erythrose and D-ribose, making SalM the first reported 
stereospecif ic non-phosphorylative ribose 1-dehydrogenase. 

IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified) I BIOL (Biological study) 
(biosynthesis of; characterization of 5-chloro-5-deoxy-D-ribose 
1-dehydrogenase in chloroethylmalonyl CoA biosynthesis) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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STN 



2010:1316799 CAPLUS 
153:571814 

Peptides and aptamers for targeting of neuron or 
nerves 

Tsien, Roger Y. I Nguyen, Quyen T. ; Whitney, Michael 

The Regents of the University of California, USA 

PCT Int. Appl. , 62pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT 


NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


WO 2010121023 




A2 




20101021 




WO 2010-US31231 




20100415 


W: 


AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


AU, 


AZ, 


BA, BB, BG, BH, 


BR, 


BW, BY, BZ, 




CA, 


CH, 


CL, 


CN, 


CO, 


CR, 


cu, 


CZ, 


DE, DK, DM, DO, 


DZ, 


EC, EE, EG, 




ES, 


FI, 


Gli, 


GD, 


GE, 


GH, 


GM, 


GT, 


HN, HR, HU, ID, 


IL, 


IN, IS, JP, 




KE, 


KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, LK, LR, LS, 


LT, 


LU, LY, MA, 




MD, 


mi;, 


MG, 


MK, 


M\, 


MW, 


MX, 


MY, 


MZ, NA, NG, NI, 


NO, 


NZ, OM, PE, 




I'G, 


PH, 


PL, 


PT, 


RO, 


RS, 


Rl , 


SC, 


SD, SE, SG, SK, 


SL, 


SM, ST, SV, 




SY, 


TH, 


U, 


TM, 


TN, 


TR, 


TT, 


17, 


UA, UG, US, UZ, 


VC, 


VN, ZA, ZM, ZW 


RW 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


1)H, 


1)K, 


EE, ES, FI, FR, 


GB, 


GR, HR, IIU, 




IE, 


IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


MK, 


MT, NL, NO, PL, 


PT, 


RO, SE, SI, 




SK, 


SM, 


TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, GA, GN, GQ, 


G\V, 


ML, MR, NE, 




SN, 


TD, 


TG, 


BW, 


(ill, 


GM, 


KK, 


l.R, 


LS, MW, MZ, NA, 


SD, 


SL, SZ, TZ, 




UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


MD, RU, TJ, TM 






PRIORITY APPLN. 


[NFO 














US 2009-169626P 




P 20090415 



ABSTRACT: 

The present invention provides methods for guiding preservation of neurons or 
nerves during surgery by administering a f luorescently-labeled peptide or 
aptamer that specifically binds to the neurons or nerves. The invention 
further provides targeting mols. of f luorescently-labeled peptides or aptamers 
that specifically bind to neurons or nerves and for compns. thereof. 



IT 



437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(peptides and aptamers for targeting of neuron or nerves) 
437742-34-2 CAPLUS 

6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotatii 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2010:1288311 CAPLUS 
154:100662 

Novel drugs for the treatment of multiple myeloma 
Blade, Joan; Cibeira, Ma Teresa! Rosinol, Laura 
Hematology and Oncology Institute, Hematology 
Department, IDIBAPS, Hospital Clinic, Barcelona, Spai 
Haematologica (2010), 95(5), 702-704 
C0DEN: HAEMAX; ISSN: 0390-6078 
Ferrata Storti Foundation 
Journal; General Review 
English 



PUBLISHER: 
D0C1 WENT TYPE: 
LANGUAGE: 
ABSTRACT : 

A review. The research of Atanacko\i<- <>1 al. (Haemal ologica 20 ID : Do : i So (03), 
entitled ' Cancer-test is antigens MAGI; 01 CT7 and MAGI- A3 promote the survival 
of multiple myeloma cells' , is reviewed with commentary and refs. Atanackovic 
et al. describe the role of MAGE-C1/CT7 and MAGE-A3 in the proliferation, cell 
adhesion, cliemosensi t i vi ty and apopTosis resulting from gene specific silencing 
in myeloma cell lines. It was shown that The above mentioned cancer testis 
antigens play an important role in reducing the rate of spontaneous and 
eliemot horapy induced apoptosis and might constitute important targets for novel 
anti-myeloma specific therapies. The authors hypothesize that such an approach 
could be particularly useful in the setting of minimal residual disease 
following currently available anti-myeloma therapy. 

IT 437742-34-2 , NPI_0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study) ; USES (Uses) 

(NPI_0052 may be useful in treatment of patient with multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2010:1234865 CAPLUS 
153:523871 

Prephenate Decarboxylases: 
Enzyme Family That Perform: 
Decarboxylation en Route t< 
\|rl abo I i 1 es 

Mahlstedt, Sarah; Fielding, 
S. ; Walsh, Christopher T. 

Department of Biological Chemistry and Moleci 
Pharmacology, Harvard Medical School, Boston, 
02115, USA 

Biochemistry (2010), 49(42), 9021-9023 
C0DEN: BICHAW; ISSN: 0006-2960 
American Chemical Societv 
Journal 
English 



A New Prephenate-Utilizing 
Nonaromatizing 
Diverse Secondary 

Elisha N. ; Moore, Bradley 
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DOCUMENT TYPE: 
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ABSTRACT: 

Prephenate is the direct precursor of phenylpyruvate and 

4-hydroxyphenylpyruvate in the biogenesis of phenylalanine and tyrosine by 
action of tin- deearboxy I at ive, aromatizing enzymes prephenate dehydratase and 
dehydrogenase, resp. The recent characterization of BacA in bacilysin 
biosynthesis as a nonaromatizing decarboxylase reveals a new route from 
prephenate in the biosynthesis of nonproteinogenic amino acids. This study 
describes two addnl. enzymes, AerD from Planktothrix agardhii and SalX from 
Salinispora tropica, that utilize the central building block prephenate for 
flux down distinct pathways to amino acid products, representing a new 
metabolic fate for prephenate and establishing a new family of nonaromatizing 
prephenate decarboxylases. 
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(prephenate decarboxylases: A new prephenate-uti lizing enzyme family 
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DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT : 

NOD-like receptors (NLRs) and caspase 1 are critical components of innate 
immunity, yet their over-activation has been linked to a long list of microbial 
and inflammatory diseases, including anthrax. The Bacillus anthracis lethal 
toxin (LT) has been shown to activate the NLR Nalplb and caspase-1 and to 
induce many symptoms of the anthrax disease in susceptible murine strains. In 
this study we tested whether it is possible to prevent LT-mediated disease by 
Pharmacol, inhibition of caspase-1. We found that caspase-1 and proteasome 
inhibitors blocked LT-mediated caspase-1 activation and cytolysis of 
LT-sensitive (Fischer and Brown-Norway) rat macrophages. The proteasome 
inhibitor NPI-0052 also prevented disease progression and death in susceptible 
Fischer rats and increased survival in BALB/c mice after LT challenge. In 
addition, NPI-0052 blocked rapid disease progression and death in susceptible 
Fischer rats and BALB/c mice challenged with LT. In contrast, Lewis rats, 
which harbor LT~resistant macrophages, showed no signs of caspase-1 activation 
after LT injection and did not exhibit rapid disease progression. Taken 
together, our findings indicate that caspase-1 activation is critical for rapid 
disease progression in rodents challenged with LT. Our studies indicate that 
Pharmacol, inhibition of NLR signaling and caspase-1 can be used to treat 
inflammatory diseases. 
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ABSTRACT: 

The present inventions relate to compns. and methods for treating inflammatory 
diseases and cancer by administering proteasome inhibitors. In particular, the 
present inventions provide a new class of orally available non-covalent 
proteasome inhibitors capable of reducing NF-kB for mediating cytokine 
production in vivo. Further, the use of a small mol. weight inhibitor of the 26S 
proteasome via a non-covalent type inhibition is contemplated for use as a 
means to treat NF-kB mediated diseases, including but not limited to 
multiple myeloma and rheumatoid arthritis. 
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ABSTRACT : 

A review with 20 refs. The topics discussed include: (1) the adjuvant 
chemotherapy, radiotherapy and ehemot horapy of pancreatic neoplasm after 
surgery; (2) the novel adjmant radiotherapy and chemotherapy of pancreatic 
neoplasm before .surgery! (3) the radiotherapy and chemotherapy for Loca] 
advanced pancreatic neoplasm! (4) the palliative chemotherapy of advanced 
pancreatic neoplasm; and (5) the mol. targeted treatment of pancreatic 
neoplasm. 
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ABSTRACT : 

Treatment-emergent peripheral neuropathy (PN) is an important dose-limiting 
toxicity during treatment of multiple myeloma (MM). Bortezomib-induced PN 
(BIPN) occurred in 37-44% of clin. trial patients with MM, with the cumulative 
treatment dose as its single most significant predictor. This review discusses 
the clin. profile of BIPN in the treatment of MM and guidelines for its 
management. Lower rates of BIPN observed during treatment of solid tumors 
compared with rates of hematol. cancers are also discussed. Several areas of 
research are reviewed that may improve the management of BIPN, including 
co-therapies with the novel heat shock protein inhibitor tanespimycin, which 
appeal's to reduce the incidence of BIPN, and recent studies with 
second-generation proteasome inhibitors such as carfilzomib and NPI-0052. 
Adherence to the National Cancer Institute dose-modification algorithm is the 
most effective method for mitigating BIPN. Reversal of BIPN after treatment 
cessation occurs in most cases, but recovery in some patients takes as long as 
1. 7 years, and some individuals fail to return to baseline neurol. function. 
BIPN can cause a significant reduction in quality of life, primarily due to severe 
treatment-emergent pain. Ongoing research may provide addnl. information about 
the mechanism of BIPN and strategies to reduce PN. 
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ABSTRACT : 

We show that natural products target proteins with a high number of 
protein-protein functional interactions (high biol. network connectivity) and 
that these protein targets have higher network connectivity than disease genes. 
This feature may facilitate disruption of essential biol. pathways, resulting 
in competitor death. This result also suggests that addnl. sources of small 
mols. will be required to discover drugs targeting the root causes of human 
disease in the future. 
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ABSTRACT: 

(-)-salinosporamide A (I), is described. The brevity of the described strategy 
stems from a key bis-cyclization of a (3-keto tertiary amide, accomplished 
on gram scale, which retains optical purity enabled by Al, 3-strain rendering 
epimerization slow relative to the rate of bis-cyclization. The versatility of 
the strategy for derivative synthesis is demonstrated by the synthesis of 
(-)-homosalinosporamide A. 
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Pharmacodynamic and efficacy studies of the novel 
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ABSTRACT: 

Our previous study showed that the novel proteasome inhibitor NPI-0052 induces 
apoptosis in multiple myeloma (MM) cells resistant to conventional and 



bortezomib (Velcade, Takeda, B< 
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model. Our results showed that NPI-0052: (i) rapidly 
ient in an active form after i.v. administration, (ii) 
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lerated, prolongs 
tudies provided the 
elapsed/refractory MM 
of MM 0052 using 



(iii) triggered a more sustained (>24 h) . Tissue distribution anal, of 
radiolabeled compound (3H-NPI-0052) in mice demonstrated that NPI-0052 left the 
vascular space and entered organs as the parent compound Importantly, treatment 
of MM. lS-bearing mice with NPI-0052 showed reduced tumor growth without 
significant toxicity, which was associated with prolonged inhibition of proteasome 
activity in tumors and PWB but not normal tissues. 
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ABSTRACT : 

A review. Multiple myeloma (MM) is the second most frequent hematol. 
malignancy and remains fatal despite all available therapies, because of 
chemotherapeutic resistance. Novel targeted drugs for the treatment of MM are 
therefore needed to improve outcome of MM patients. Bortezomib (PS-341, 
VelcadeJ Millennium Pharmaceuticals, Cambridge MA) , a dipopt idyl boron ic acid 
that reversibly inhibits the chymotrypsin-like activity in the 20S core of the 
26S mammalian proteasome, is the first proteasome inhibitor that was approved 
by the US Food and Drug Administration (FDA) and the European Agency for the 
Evaluation of Medicinal Products (EMEA) for patients with relapsed and 
re IVac 1 ory MM who had received at least one prior therapy and who had already 
undergone or are unsuitable for the transplantation of bone marrow. Phase 
I— II I trials based on previous preclin. studies showed very good antimyeloma 
activity. Bortezomib acts by disrupting various cell signaling pathways, 
thereby leading to cell cycle arrest, apoptosis, and inhibition of 
angiogenesis. The main action of bortezomib is the inhibition of the key 
transcription factor, nuclear factor-kappaB (NF-kB) activation. 
Activation of NF-kB has been noted in MM cells. Bortezomib interferes 
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Several studies have shown that cancer cells are more sensitive than normal 
cells to the proapoptotic effects of bortezomib, perhaps due to their loss of 
checkpoint mechanisms for DNA repair. The accumulation of misfolded proteins 
in the endoplasmic reticulum (ER) leads to the induction of the unfolded 
protein response, provoking apoptosis. Proteasome inhibitors induce 
ER-mediated apoptosis. The increased susceptibility of MM cells to ER stress 
is caused by the large amts. of Igs produced by MM cells. The clin. success of 
bortezomib is encouraging. Bortezomib is relatively well tolerated, causing 
manageable nonhematol. and hematol. toxicity. However, the overall response 
rate was 40-50% and bortezomib resistance was also observed Response rates may be 
improved with combination therapy (bortezomib with dexamethasone, thalidomide, 
lenalidomide, arsenic trioxide, cisplatin, doxorubicin, cyclophosphamide, 
etoposide or with melphalan and prednisone). Clin, evaluation of addnl. 
proteasome inhibitors of the next generation with greater efficacy is also 
needed. Three such proteasome inhibitors (carf i lzomib, salinosporamide A and 
threonine boronic acid-derived proteasome inhibitor CEP-18770) have been 
recently tested in preclin. models of MM. Carfilzomib (PR-171; Proteolix), an 
epoxyketone related to epoxomicin inhibits the chymotrypsin-like proteasome 
activity as bortezomib does. However, carfilzomib is an irreversible inhibitor 
oh all three proteasome proteolytic silos. Salinosporamide A (MM 0052), a 
compound related to laetaeystin binds irreversibly to the 20S proteasome and acts 
predominantly through caspaso S activation. CEP 18770 is a reversible 
inhibitor of the chymotryps i n like proteasome activity as bortezomib but it 
inhibits also the tryptic and peptidyl glutamyl activities of the proteasome. 
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ABSTRACT '■ 

Dioxofuranopyrrolidinecarboxylate I (PMB = 4-Me0C6H4CH2) and 

sp i roox i ranopy iro I ooxa/.olecarboxylate II are prepared, completing formal total 
syntheses ol' the 20S pro! easome inhibitor (-) -sal inosporamide A (marizomib; 
Nl'l 0052; III) using stereoselective opoxidn. and reductive ring-opening 
reactions as key steps. The structure of the enantiomer of a 
l.'uranopy rro I ooxazo I ecarboxy I ate intermediate in the formal synthesis of III is 
determined by X-ray crystallog. Appropriate safety equipment and precautions should 
be used when concentrating 5-6 M tert-Bu hydroperoxide for the key epoxidn. reaction 
in the preparation of I. 
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ABSTRACT : 

The present invention is directed to methods of diagnosing and treating a 
fibrotic condition, particularly pulmonary fibrosis, in a mammalian subject. 
These methods involve measuring the levels of trimethylation at lysine residue 
27 of histone H3 (H3K27) and/or measuring the expression levels of enhancer of 
zeste homolog 2 (EZH2) or Yin-Yang-1 (YY-1, GATA-1). Agents inhibiting histone 
methylation or EZH2 or YY-1 expression useful for treating fibrosis or a 
fibrotic condition are also disclosed. 
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ABSTRACT : 

The invention provides antibodies to tumor-associated protein CS1 (CD2-subset 1, 
SLAMF7, CRACC) that is shown here to express in rare lymphomas, such as natural 
killer (NK) cell lymphomas, nasal type NK/T-cell lymphomas, and 
angioimmunoblastic T-cell lymphomas (AITL). The invention provides a method of 
using anti-CSl antibodies (Luc63, HuLuc63 (Elotuzumab) , Luc90, Luc34, LucX. 2) , 
alone or in combination with other agents, for the treatment of rare lymphomas. 

IT 437742-34-2 . NPI0052 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(co-therapy with; use of anti-CSl (SLAMF7) antibodies for treatment of 
rare lymphomas) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o I 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




CH2C1 



REFERENCE COUNT: 



13 THERE ARE 13 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L6 ANSWER 27 OF 169 CAPLUS COPYRIGHT 2011 ACS c 



^CESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



STN 



2010:530768 CAPLUS 
152:517956 

Methods using romidepsin and steroidal agents of 
treatment of lymphomas associated with expression of 
Be 1-2 and Bcl-XL 

Keegan, Mitchell; Johnstone, Ricky W. ; Newbold, 
Andrea; Cluse, Leonie 

Gloucester Pharmaceuticals, USA; Peter MacCallum 

Cancer Centre 

PCT Int. Appl. , 71pp. 

CODEN: PIXXD2 

Patent 

English 



KIND DATE 



WO 2010047714 



APPLICATION NO. 



Al 20100429 WO 2008-US81107 



DATE 



AE, AG, AL, AM, AO, AT, AU, AZ, BA, BB, BG, BH, BR, 

CA, CH, CN, CO, CR, CU, CZ, DE, DK, DM, DO, DZ, EC, 

FI, GB, GD, GE, GH, GM, GT, HN, HR, HU, ID, IL, 

KG, KM, KN, KP, KR, KZ, LA, LC, LK, LR, LS, LT, LU, 

ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, 

PL, PT, RO, RS, RU, SC, SD, SE, SG, SK, SL, SM, ST, 

TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, 

: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, 

IE, IS, IT, LT, LU, LV, MC, MT, NL, NO, PL, PT, RO, 

TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, 

TG, BW, GH, GM, KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, 

AM, AZ, BY, KG, KZ, MD, RU, TJ, TM 

WO 2008-US81107 



20081024 

BW, BY, BZ, 

EE, EG, ES, 

IS, JP, KE, 

LY, MA, MD, 

OM, PG, PH, 

SV, SY, TJ, 
ZW 

GR, HR, HU, 

SE, SI, SK, 

NE, SN, TD, 

UG, ZM, ZW, 

20081024 



PRIORITY APPLN. INFO. : 
ABSTRACT: 

The invention provides therapy for treating cancers, such as Bcl~2+ cancers, 
and Bcl-XL - cancers, and other neoplasms, using romidepsin and steroidal 
agents. The invention provides, inter alia, methods of treating 
lymphomas, e. g. , lymphomas characterized by one or more of Bcl-2 expression, 
lack of overexpression of Bcl-XL, lack of overexpression of P-glycoprotein, 
with romidepsin. In some embodiments, the lymphoma is a cutaneous T cell 
lymphoma. In some embodiments, the lymphoma is a peripheral T cell lymphoma. 
Romidepsin can be administered a dosages ranging from 0.5 mg/m2 to approx. 28 
mg/m2 (e. g. , from 1 mg/m2 to 15 mg/m2, from 4 mg/m2 to 15 mg/m2, from 8 mg/m2 
to 14 mg/m2, or from 4 mg/m2 to approx. 10 mg/m2). Romidepsin can be 
administered with a second agent, such as a cytotoxic agent, a steroidal agent, 
a proteasome inhibitor, or a kinase inhibitor. 
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ABSTRACT: 

A review. The salinosporamides are potent proteasome inhibitors among which 
the parent marine-derived natural product salinosporamide A (marizomib; 
NPI-0052; 1) is currently in clin. trials for the treatment of various cancers. 
Methods to generate this class of compds. include fermentation and natural products 
chemical, precursor di reel ed biosynthesis, mu t asyn t lies i s, semi synthesis, and 
total synthesis. The end products range from biochem. tools for probing 
mechanism of action to clin. trials materials! in turn, the considerable 
efforts to produce the target mols. have expanded the technologies used to 
generate them. Here, the full complement of methods is reviewed, reflecting 
remarkable contributions from scientists of various disciplines over a period 
of 7 years since the first publication of the structure of 1. 
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ABSTRACT : 

This review with 30 refs. is given on the main results from the use of 
proteasome inhibition in cancer chemotherapy, the structure of several 
proteasome inhibitors and their synthesis. The inhibition of protein degradation 
through the ubiquitin-proteasome pathway is a recently developed approach to 
cancer treatment, which extends the range of cellular target for chemotherapy. 
This therapeutic strategy is very interesting since the proteasomes carry out 
the regulated drgradal ion ol' uiiiii-ri'.ssary or damaged cellular proteins, a process 
that is dysregulated in many cancer cells. Based on this hypothesis, the 
proteasome complex inhibitor Borte/.omib was approved for use in multiple 
myeloma patients by FDA in 2003. Drug discovery programs in academy and the 
pharmaceutical industry have developed a range of synthetic and natural 
inhibitors of the 20S proteasome core particle that have entered human clin. 
trials as significant anti-cancer leads. 
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■ comple 



of the proteasome (a highly abundant enzymi< 
ellular protein turnover) is an effective ai 
as demonstrated by the first-in-class agent bortezomib. 
inhibitors are now in development, including peptide 
boronic acid analogs MLN9708 and CEP-18770, peptide epoxyketones carfilzomib 
and PR-047, and NPI-0052, a 0-lactone compound All are potent inhibitors of 
proteasome activity in vitro but show differences in enzyme binding kinetics, 
which might affect their Pharmacol, and result in different efficacy and safety 
profiles. Here, we review the second-generation proteasome inhibitors and 
assess the potential Pharmacol, impact of their different chemical properties. 
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ABSTRACT : 

Resistance to drug treatments underlies the high lethality of pancreatic ductal 
adenocarcinoma. Along with others, we have recently identified that proteasome 
inhibition is a promising therapeutic option in this highly refractory disease. 
The pleiotropic effects of proteasome inhibition include the activation of 
apoptotic signaling pathways and also antiapoptotic signaling pathways such as 
EGFR, AKT and the MAP kinases that reduce the apoptotic potential of this class 
of drug. In this study, we sought to determine the mechanism behind the activation 
of EGFR in response to proteasome inhibit ion in pancreatic cancer cells. We 
found that the second-generation proteasome inhibitor NPI-0052 induced the mRNA 
transcription of several EGFR family ligands (EGF, HB-EGF and epiregulin), 
however only increases in HB-EGF were detected at the protein level. Using 
both Pharmacol, inhibitors and lentiviral-mediated shRNA knockdown of EGFR 
ligand expression, we discovered that ligand cleavage by MMP/ADAMs and HB-EGF 
expression is required for activation of EGFR in response to proteasome 
inhibition. Furthermore, we discover that induction of HB-EGF is dependent on 
reactive oxygen species and p38~MAPK signaling but not ERK and that the 
transcription factor SP-1 is involved in NPI-0052-induced HB-EGF transcription. 
Together, these results indicate that stress signaling leading to induction of 
HB-EGF expression and increases in MMP/ADAM-dependent HB-EGF cleavage are 
responsible for proteasome inhibitor-induced activation of EGFR in pancreatic 
cancer cells. 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

Our recent study demonstrated that a novel proteasome inhibitor NPI-0052 is 
distinct from bortezomib (Velcade) and, importantly, triggers apoptosis in 
multiple myeloma (MM) cells resistant to bortezomib. Here we demonstrate that 
combining NPI-0052 and lenalidomide (Revlimid) induces synergistic anti-MM 
activity in vitro using MM-cell lines or patient MM cells. NPI-0052 plus 
lenalidomide induced apoptosis is associated with (1) activation of caspase-8, 
caspase-9, caspase-12, caspase~3, and poly(ADP) ribose polymerase; (2) 
activation of BH~3 protein BIM; (3) translocation of BIM to endoplasmic 
reticulum; (4) inhibition of migration of MM cells and angiogenesis; and (5) 
suppression of chymotrypsin-like, caspase-like, and trypsin~like proteasome 
activities. Importantly, blockade of BIM using siRNA significantly abrogates 
NPI-0052 plus lenalidomide-induced apoptosis. Furthermore, studies using 
biochem. inhibitors of caspase-8 vs. caspase-9 demonstrate that NPI-0052 plus 
lenalidomide-triggered apoptosis is primarily dependent on caspase-8 signaling. 
In animal tumor model studies, low-dose combination of NPI-0052 and 
lenalidomide is well tolerated, significantly inhibits tumor growth, and 
prolongs survival. Taken together, our study provides the preclin. rationale 
for clin. protocols evaluating lenalidomide together with NPI-0052 to improve 
patient outcome in MM. 
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ABSTRACT: 

Organof luorine compds. play an important role in medicinal chemical, where they 
are responsible for up to 15% of the pharmaceutical products on the market. 
While natural products are valuable sources of new chemical entities, natural 
fluorinated mols. are extremely rare and the pharmaceutical industry has not 
benefited from a microbial source of this class of compds. Streptomyces 
cattleya is an unusual bacterium in that it elaborates f luoroacetate and the 
amino acid 4-f luorothreonine. The discovery in 2002 of the fluorination enzyme 
F1A responsible for C~F bond formation in S. cattleya, and its subsequent 
characterization, opened up for the first time the prospect of genetically 
engineering fluorometabolite production from fluoride ion in host organisms. As a 
proof of principle, we report here the induced production of fluorosalinosporamide 
by replacing the chlorinase gene salL from Salinispora tropica with the 
fluorinase gene flA. 
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ABSTRACT: 

A review. The ubiquitin-proteasome complex is an important mol. target for the 
design of novel chemotherapeutics. This complex plays a critical role in signal 
transduction pathways important for tumor cell growth and survival, cell-cycle 
control, transcriptional regulation, and the modulation of cellular stress 
responses to endogenous and exogenous stimuli. The sensitivity of transformed 
cells to proteasome inhibitors and the successful design of treatment protocols 
with tolerable, albeit narrow, therapeutic indexes have made proteasome 
inhibition a viable strategy for cancer treatment. Clin, validation of the 
proteasome as a mol. target was achieved with the approval of bortezomib, a 
boronic acid proteasome inhibitor, for the treatment of multiple myeloma and 
mantle cell lymphoma. Several "next-generation" proteasome inhibitors 
(carfilzomib and PR-047, NPI-0052, and CEP-18770) representing distinct 
structural classes (peptidyl epoxyketones, (3-lactones, and peptidyl 
boronic acids, resp. ) , mechanisms of action, Pharmacol, and pharmacodynamic 
activity profiles, and therapeutic indexes have now entered clin. development. 
These agents may expand the clin. utility of proteasome inhibitors for the 
treatment of solid tumors and for specific non-oncol. , i.e., inflammatory 
disease, indications as well. This chapter addresses the biol. of the 
proteasome, the medicinal chemical and mechanisms of action of proteasome 
inhibitors currently in clin. development, the preclin. and clin. Pharmacol, 
and safety profiles of bortezomib and the newer compds. against hematol. and 
solid tumors. Future directions for research and other applications for this 
novel class of therapeutics agents are considered in this chapter. 
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ABSTRACT: 

A review. The unique aspects of dm Hoping a marine ac t inomyeet e-derived 
therapeutic agent, NPH0052, are highlighted. Salinosporamide A (designated as 
NPI 0052) was I'irsi isolated from the fermentation broth of Salinispora Tropica 
strain CNB392. This highly potent 20S proteasome inhibitor is currently 
undergoing Phase I clin. studies for the treatment of various hematol. and 
solid tumor ma I i gnane i es. An account is given of events from the early 
mechanism of action and preclin. studies that supported its entry into clin. 
trials in cancer patients, to the current strategy for its continued 
development as an anticancer agent. 
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ABSTRACT : 

The invention discloses a method for treating a B-cell proliferative disorder 
by administering to a patient a P-Adrenergic receptor (BAR) agonist, e. g. , 
formulated for administration by a route other than inhalation (such as for 
oral or i.v. administration), in an amount effective to treat the B-cell 
proliferative disorder. The BAR agonist may be administered as a monotherapy 
or in combination with one or more other agents, e.g., a PDE inhibitor, an A2A 
receptor agonist, or an antiproliferative compound, in amts. that together are 
effective to treat the B-cell proliferative disorder. The invention further 
discloses pharmaceutical compns. and kits including a BAR agonist, alone or in 
combination with addnl. agents, for the treatment of a B-cell proliferative 
disorder. 
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ABSTRACT : 

Derivs. , such as I [R = (CH2)nRl; Rl = H, OH, halogen, alkylsulfonyloxy, 
arylsulfonyloxy, acyloxy, alkvloxv, etc. ; n L, 2, 3 , of the fused 
Y-lactam-3-lactone salinosporamide A I [R = (CH2)2C1] were prepared 
for use in pharmaceutical compns. as proteasome inhibitors for treating, 
alleviating or diagnosing a neoplastic disease, microbial disease and 
inflammation. Thus, salinosporamide A hydroxy derivative I [R = (CH2) 20H] was 
prepared with 35°.;. yield by treating salinosporamide A with AgF supported on CaF2 
in CH2C12 at 40° for 18 h. Subsequent lv, the salinosporamide A 

sulfonate derivative I [R = (CH2) 20S02C6H4-4-Ph] as prepared with 26% yield via an 
esterification reaction of the hydroxy derivative with Ph-4-C6H4S02Cl using NEt3 i 
CH2C12 at rt for 18 h. The prepared salinosporamide A derivs. were evaluated for 
inhibition of the CT-L, T-L and C-L activities of rabbit 20S proteasome, for in 
vitro cytotoxicity against the NCI panel of 60 human tumor cell lines, for 
anti-inflammatory activity by inhibition of NF-KB-mediated luciferase 
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activity and for antimicrobial activity. 

IT 823229-34-1P 823229-54-5P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide derivs. for therapeutic use as proteasome 

inhibitors for the treatment of cancer, microbial disease or 

inflammation) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 eve I ohexen 1 v 1 h vd rox vme t liv ] -1 (2 iodoethvl) -o-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




IT 437742-34-2 . Salinosporamide A 87236Q-15-1 

RL: PAC (Pharmacological activity); RCT (Reactant); THU (Therapeutic use); 

BIOL (Biological study) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide derivs. for therapeutic use as proteasome 
inhibitors for the treatment of cancer, microbial disease or 
inflammation) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/ab i eve I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




,CH2Br 



IT 1073241-49-2P 1196454-69-9P 1196454-7Q-2P 
1196454-71-3P 1196454-72-4P 1196454-73-5P 
1196454-74-6P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of salinosporamide derivs. for therapeutic use as proteasome 
i nh i I) i 1 ors Tor the treatment of cancer, microbial disease or 
inflammation) 
RN 1073241-49-2 CAPLUS 

CN 1-Naphthalenesulfonic acid, 5- (dimethylamino) -, 

2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-3, 7- 
dio X o-6-oxa-2-azabicyclo[3.2. 0] hept-4-yl] ethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1196454-69-9 CAPLUS 

CN [1, l'-Biphenyl]-4-sulfonic acid, 2-[(lR, 4R, 5S)-l-[(S)-(lS)-2-cyclohexen-l- 
y] hydroxvmei hv 1 >r methv] -3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4- 
yl] ethyl ester (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 1196454-70-2 CAPLUS 

CN Benzenesulfonic acid, 4-phenoxy-, 2-[(lR, 4R, 5S)-l-[(S)-(lS)-2-cyclohexen-l- 
y I hydroxvmiM hv 1 o mdhvl i dioxo 6 oxa 2 azabicvclo 3.2.0 hept-4- 
yl] ethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1196454-71-3 CAPLUS 

CN Benzenesulfonic acid, 4-(l, 1-dimethylethyl)-, 

2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-3, 7- 
dioxo-6-oxa-2-azabicyclo[3.2. 0]hept-4-yl]ethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1196454-72-4 CAPLUS 

CN [1, l'-Biphenyl]-4-carboxylic acid, 

2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-3, 7- 
dioxo-6-oxa-2-azabicyclo[3.2. 0]hept-4-yl]ethyl ester (CA INDEX NAME) 

Absolute stereochemisi ry. 
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RN 1196454-73-5 CAPLUS 

CN Benzoic acid, 4-sulfc-, 1- [2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l- 
ylhydroxymethyl] -5-methyl-3, 7-dioxo-6-oxa-2-azabicvclo 3. 2. 0 hept-4- 
yl] ethyl] ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1196454-74-6 CAPLUS 

CN 6-0xa-2-azabicyclo I 3. 2. 0 I heptane-3, 7-dione, 

4- [2- (acetyloxy) ethyl] -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5- 
methyl-, (1R,4R, 5S)~ (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1 863126-95-8 872360-24-2 
889457-14-1 1057246-23-7 1073241-43-6 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(preparation of salinosporamide derivs. for therapeutic use as prot 
inhibitors for the treatment of cancer, microbial disease or 
inflammation) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethvl-o-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 889457-14-1 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o 3.2.0 heptane 3,7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-f luoroethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 1057246-23-7 CAPLUS 

CN 6-0xa-2-azabicyclo _3. 2. 0_heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvc lohexen-l-y lhydroxymethyl] -5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1073241-43-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y lhydroxymethyl] -5-methyl-4- [2- [ [ (4- 
methylphenyl) sulfonyl] oxy] ethyl] -, (1R, 4R, 5S) - (CA INDEX NAME) 

Absolute stereochemistry. 
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TITLE: Use of salinosporamide A to inhibit metastasis 

INVENTOR(S): Baritaki, Stavroula; Bonavida, Benjamin; Palladino, 



M i ohae I 



PATENT ASSIGNEE (S) : Nereus Pharmaceuticals, Inc., USA 
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C0DEN: USXXC0 



DOCUMENT TYPE: Patent 

LANGUAGE: English 

FAMILY ACC. NUM. COUNT: 1 
PATENT INFORMATION: 



PATENT NO. 



KIND 



DATE 
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DATE 



US 200902*5*30 
PRIORITY APPLN. INFO. : 



Al 



20091119 



US 2009-423713 
US 2008-44861P 
US 2008-57631P 
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P 



20090414 
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20080530 



ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

The present invention relates to methods and compns. for treating and 
evaluating metastatic conditions. A method for inhibiting metastasis in a 
subject comprises identifying a subject experiencing or at risk for metastasis 
and administering to the subject an effective amount of salinosporamide A 
(NPI-0052), or a pharmaceutical^ acceptable salt or pro-drug ester thereof, 
optionally in combination with an effective amount of an addnl. anticancer agent. 
Thus, NPI-0052 sensitized tumor cells to chemo- and TRAIL-mediated apoptosis 
via direct inhibition of NF-kB. NPI-0052 induced RKIP expression which 
acted as an addnl. inhibitor of NF-kB. RKIP is directly involved in 
tumor cell sensitivity to chemotherapeutic drugs or TRAIL. NF-kB 
inhibition by NPI-0052 and/or by NPI-0052-induced RKIP upregulation resulted in 
inhibition of antiapoptotic gene products and inhibition of YY1 resulting in 
induction of DR5 and sensitization to TRAIL. Overexpression of RKIP by 
NPI-0052 was reversely correlated with SNAIL downregulation and inhibition of 
epithelial mesenchymal transition (l!\IT) inducing gene products (e.g. vimentin, 
fibronectin) resulting in inhibition of metastasis. 

IT 437742-34-2 , Salinosporamide A 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(salinosporamide A inhibition of metastasis and evaluation of 
metastatic potential) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/.ah i eye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 
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SOURCE: 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE: 
ABSTRACT : 
The ubiquitirn 
intracellular 
homeostasis, 
tumors, and 



CAPLUS COPYRIGHT 2011 ACS on STN 
2009:1338186 CAPLUS 
152:111031 

Proteasome inhibitors activate autophagy as a 
cytoprotective response in human prostate cancer cells 
Zhu, K. ; Dunner, K. ; McConkey, D. J. 

Department of Cancer Biology, The University of Texas 

MD Anderson Cancer Center, Houston, TX, USA 

Oncogene (2010), 29(3), 451-462 

C0DEN: 0NCNES; ISSN: 0950-9232 

Nature Publishing Group 

Journal 

English 



and lysosome-autophagy pathways are the two major 
protein degradation systems that work cooperatively to maintain 
Proteasome inhibitors (Pis) have clin. activity in hematol. 
nhibitors of autophagy are also being evaluated as potential 
antitumor therapies. In this study, we found that chemical Pis and small 
i nt eiTering RNA-mediated knockdown of the proteasome' s enzymic subunits 
promoted autophagosome formation, stimulated autophagic flux, and upregulated 
expression ol' t lie autophagv specific genes (ATGs) (ATG5 and ATG7) in some human 
prostate cancer cells and immortalized mouse embryonic fibroblasts (MEFs) . 
Upregulation of ATG5 and ATG7 only occurred in cells displaying Pi-induced 
phosphorylation of the eukaryotic translation initiation factor 2 alpha 
(eIF2a), an important component of the unfolded protein responses. 
Furthermore, Pis did not induce autophagy or upregulate ATG5 in MEFs expressing 
a phosphorylation-def icient mutant form of eIF2a. Combined inhibition of 
autophagy and the proteasome induced an accumulation of intracellular protein 
aggregates reminiscent of neuronal inclusion bodies and caused more cancer cell 
death than blocking either degradation pathway alone. Overall, our data show that 
proteasome inhibition activates autophagy through a 
phospho-eIF2a-dependent mechanism to eliminate protein aggregates and 
alleviate proteotoxic stress. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(proteasome inhibitors activate autophagy as cytoprotective response in 
human prostate cancer cells) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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DOCUMENT NUMBER: 152:66820 

TITLE: Pivotal Roles of Snail Inhibition and RKIP Induction 

by the Proteasome Inhibitor NPI-0052 in Tumor Cell 

Chemoimmunosensi t i zation 
AUTHOR(S): Baritaki, Stavroula; Yeung, Kam; Palladino, Michael; 

Berenson, James; Bonavida, Benjamin 
CORPORATE SOURCE: Department of Microbiology, Immunology and Molecular 

Genetics, Jonsson Comprehensive Cancel' Center, David 

Geffen School of Medicine, University of California at 

Los Angeles, Los Angeles, CA, USA 
SOURCE: Cancer Research (2009), 69(21), 8376-8385 

C0DEN: CNREA8; ISSN: 0008-5472 
PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

The novel proteasome inhibitor NPI-0052 has been shown to sensitize tumor cells 
to apoptosis by various chemotherapeutic drugs and tumor necrosis 
factor-related apoptosis-inducing ligand (TRAIL), although the mechanisms 
involved are not clear. Wo hypothesized that NPI-0052-mediated sensitization 
may result from NF-kB inhibition and downstream modulation of the 
metastasis inducer Snail and the metastasis suppressor/immunosurveillance 
cancer gene product Raf-1 kinase inhibitory protein (RKIP). Human prostate 
cancer cell lines were used as models, as they express different levels of 
these proteins. We show that NPI-0052 inhibits both NF-kB and Snail and 
induces RKIP expression, thus resulting in cell sensitization to CDDP and 
TRAIL. The direct role of NF-kB inhibition in sensitization was 
corroborated with the NF-kB inhibitor DIIMEQ, which mimicked NPI-0052 in 
sensitization and inhibition of Snail and induction of RKIP. The direct role 
of Snail inhibition by NPI-0052 in sensitization was shown with Snail small 
interfering RNA, which reversed resistance and induced RKIP. Likewise, the 
direct role of RKIP induction in sensitization was revealed by both 
overexpression of RKIP (mimicking NPI-0052) and RKIP small interfering RNA that 
inhibited NPI-0052-mediated sensitization. These findings show that NPI-0052 
modifies the NF-KB-Snail-RKIP circuitry in tumor cells and results in 
downstream inhibition of antiapoptotic gene products and 
chemoimmunosensitization. The findings also identified Snail and RKIP as 
targets for reversal of resistance. [Cancer Res 2009:69(21) : 8376-85]. 

IT 437742-34-2 . NPI-0052 

RL : DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(pivotal roles of snail inhibition and RKIP induction by proteasome 
inhibitor NPI-0052 in tumor cell chemoimmunosensitization) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) 2 eye I ohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




OS. CITING REF COUNT: 6 THERE ARE 6 CAPLUS RECORDS THAT CITE THIS RECORD 
(6 CITINGS) 

REFERENCE COUNT: 56 THERE ARE 56 CITED REFERENCES AVAILABLE FOR THIS 
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Formal synthesis of salinosporamide A starting fr 
D-glucose 

Momose, Takayuki I Kaiya, Yuji; 
Sato, Takaaki ; Chida, Noritaka 
Department of Applied Chemistry, 
and Technology, Keio University, 
Yokohama, 223-8522, Japan 
Synthesis (2009), (17), 2983-2991 
C0DEN: SYNTBF; ISSN: 0039-7881 
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Journal 
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CASREACT 151:571268 



Faculty of Science 
Hiyoshi, Kohoku-ku, 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
ABSTRACT: 

A formal synthesis of salinosporamide A is described. The tertiary ale. 
function in salinosporamide A was stereoselect ively generated via the substrate 
control by the reaction of a cyclic ketone derived from D-glucose with Me3Al, 
and subsequent Overman rearrangement of an allylic trichloroacetimidate 
effectively constructed the tetrasubstituted carbon with nitrogen. Formation 
of Y - lactam, followed by t he introduction of a eyelohexeny] unit 
furnished the Corey's intermediate of salinosporamide A. 

IT 437742-34-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(synthesis of salinosporamide A starting from D-glucose via Overman 
rearrangement of a glycosyl allylic ale.) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TITLE: Genomic islands link secondary metabolism to 

functional adaptation in marine Actinobacteria 

AUTHOR(S): Penn, Kevin; Jenkins, Caroline; Nett, Markus; Udwary, 

Daniel W. ; Gontang, Erin A. ; McGlinchey, Ryan P. ; 
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Eric E. ; Moore, Bradley S. ; Jensen, Paul R. 

CORPORATE SOURCE: Center for Marine Biotechnology and Biomedicine, 
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SOURCE: ISME Journal (2009), 3(10), 1193-1203 

C0DEN: IJS0CF; ISSN: 1751-7362 

PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT: 

Genomic islands have been shown to harbor functional traits that differentiate 
ecol. distinct populations of environmental bacteria. A comparative anal, of 
the complete genome sequences of the marine Actinobacteria Salinispora tropica 
and Salinispora arenicola reveals that 75% of the species-specific genes are 
located in 21 genomic islands. These islands are enriched in genes associated 
with secondary metabolite biosynthesis providing evidence that secondary metabolism 
is linked to functional adaptation. Secondary metabolism accounts for 8.8% and 
10. 9% of the genes in the S. tropica and S. arenicola genomes, resp. , and 
represents the major functional category of annotated genes that differentiates 
the 2 species. Genomic islands harbor all 25 of the species-specific 
biosynthetic pathways, the majority of which occur in S. arenicola and may 
contribute to the cosmopolitan distribution of this species. Genome evolution 
is dominated by gene duplication and acquisition, which in the case of 
secondary metabolism provide immediate opportunities for the production of new 
bioactive products. Evidence that secondary metabolic pathways are exchanged 
horizontally, coupled with earlier evidence for fixation among globally 
distributed populations, supports a functional role and suggests that the 
acquisition of natural product biosynthetic gene clusters represents a 
previously unrecognized force driving bacterial diversification. 
Species-specific differences observed in clustered regularly interspaced short 
palindromic repeat sequences suggest that S. arenicola may possess a higher 
level of phage immunity, whereas a highly duplicated family of polymorphic 
membrane proteins provides evidence for a new mechanism of marine adaptation in 
Gram-pos. bacteria. The complete, annotated genomes of S. tropica strain 
CBN-440 and S. arenicola strain CNS-205 are deposited in GenBank/EMBL/DDBJ with 
accession nos. CP000667 and CP000850, resp. 

IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(gene cluster Tor biosynthesis of; genomic islands link secondary 
metabolism to functional adaptation in marine Actinobacteria) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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OTHER SOI RCK(S) : 
GRAPHIC IMAGE: 



CASREACT 151:381091; MARPAT 151:381091 



* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
ABSTRACT : 

The present application relates to cert a in compels, and to methods for the 

preparation of certain compds. that can be used in the fields of chemical and medicine. 

Specifically, described herein are methods for the preparation of various compds. 

and intermediates, and the compds. and intermediates themselves. More 

specifically, described herein are methods for synthesizing Salinosporamide A 

(I) and its analogs that includes forming a compound II [Rl = H, (un) substituted 

Cl-6-alkyl, (un) substituted aryl ; R2 = H, (un) substituted Cl-6-alkyl, 

(un) substituted aryl, (un) substituted arylalkyl]. The chemical synthesis 

compr i sirs : (a) oxidizing oxazabicyclooctene III [R3 = (un) substituted 

CI 2 1 al ky I , (un) subs! i tuted CI 2 f alkenyl, (un) substituted Cl-24-alkynyl, 

(un) substituted aryl, (un) substituted heteroaryl, (un) substituted 

C3-24-cycloalkyl, (un) substituted C3-24-cycloalkenyl, (un) substituted 

C3 -24-cycioalkynyl, (un) substituted aryl (Cl-6-alkyl) , (un) substituted 

heteroaryl (Cl-6-alkyl) ] to epoxide IV; and, (b) cleavage of IV to form diol V. 

The chemical synthesis further comprises: (a) oxidizing R3 in oxazabicyclooctenone 

VI [R3 = CH2CH:CHR5, CH2C. tplbond.CR5, CH2Ar, CH2Het; R5 = H, (un) substituted 

Cl-24-alkyl, (un) substituted Cl-24-alkenyl, (un) substituted Cl-24-alkynyl, 

(un) substituted aryl, (un) substituted heteroaryl, (un) substituted 

C3-24-cycloalkyl, (un) substituted C3-24-cycloalkenyl, (un) substituted 

C3 24 cycloalkynyl, (un) substituted aryl (Cl-6-alkyl) , (un) substituted 

heteroaryl (Cl-6-alkyl) ; Ar = (un) substituted aryl; Het = (un) substituted 
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heteroaryl] to an aldehyde and further reducing the aldehyde to ale. VII; (b) 
oxidizing VII to II; and , (c) cleaving II to keto diol VIII. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(analogs! total synthesis of salinosporamide A and analogs thereof) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 1057246-23-7P 1073241-43-6P 

RL: PRPH (Prophetic); RCT (Reactant) ; SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(preparation and chlorination of; total synthesis of salinosporamide A and 
analogs thereof) 
RN 1057246-23-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1073241-43-6 CAPLUS 

CN 6 Oxa 2 azab i eye I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- [ [ (4- 
methylphenyl)sulfonyl]oxy] ethyl]-, (1R,4R,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




1187528-79-5P 1187528-8Q-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation and chlorination of; total synthesis of salinosporamide A and 

anal ogs 1 hereof) 
1187528-79-5 CAPLUS 

6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 
l-(2-cyclohexen-l-vlhvdroxvmethvl) -5-methyl-4-[2- 
[(methylsulfonyl)oxy] ethyl]- (CA INDEX NAME) 




l| e CH2-CH2-0-S-Me 



RN 1187528-80-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- (2-cyclohexen-l-ylhydroxymethyl) -5-methyl-4- [2- [ [ (4- 
methylphenyl)sulfonyl]oxy] ethyl]- (CA INDEX NAME) 



CII..0II 



IT 823229-54-5P 

RL: PRPH (Prophetic); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation); RACT (Readant or reagent) 

(preparation and mesylation or tosylation of; total synthesis of 
salinosporamide A and analogs thereof) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



1187528-63-7P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(React am or reagent) 

(total synthesis of salin de A and analogs thereof) 



10/561, 711 



03 04 2011 



1187528-63-7 CAPLUS 

6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 

1- (2-cyclohexen-l-ylhydroxymethyl) -4- (2-hydroxyethyl) -5-methyl- (CA 
NAME) 
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The natural proteasome inhibitor salinosporamide A from the marine bacterium 
Salinispora tropica is a promising drug candidate for the treatment of multiple 
myeloma and mantle cell lymphoma. Using a comprehensive approach that combined 
chemical synthesis with metabolic engineering, we generated a series of 
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chymotrypsin-like activity of the proteasome yet exhibits superior activity in 
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IT 1044999-00-9P , Salinosporamide X 4 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) I 
PRP (Properties) ; PUR (Purification or recovery) ; BIOL (Biological study) ; 
PREP (Preparation) 

(function-oriented biosynthesis of P-lactone proteasome inhibitors 
in Salinispora tropica) 
RN 1044999-00-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 



IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

(function-oriented biosynthesis of ft lactone proteasome inhibitors 
in Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/.abicyclo 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

The present invention relates to antibodies and related mols. that 
immunospecif ically bind to TRAIL receptor, TR4. Such antibodies have uses, for 
example, in the prevention and treatment of cancers and other proliferative 
disorders. The invention also relates to nucleic acid mols. encoding anti-TR4 
antibodies, vectors and host cells containing these nucleic acids, and methods for 
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producing the same. The present invention relates to methods and compns. for 
preventing, detecting, diagnosing, treating or ameliorating a disease or 
disorder, especially cancer and other hyperprolif erative disorders, comprising 
administering to an animal, preferably a human, an effective amount of one or 
more antibodies or fragments or variants thereof, or related mols. , that 
immunospecif ically bind to TRAIL receptor TR4. 

IT 437742-34-2P , NPI-0052 

RL: BPN (Biosynthetic preparation); BSU (Biological study, unclassified); 
DGN (Diagnostic use) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(anti-human TRAIL receptor TR4 antibodies and scFvs for diagnosis and 
treatment of cancer or hvperprolif erative disease) 
RN 437742-34-2 CAPLUS 

CN 0 Oxa 2 azabicvclo 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

The present invention relates to a method of diagnosing chronic graft rejection 

of a grafted organ in a subject using PSMB10 (proteasome beta 10), an 

interferon inducible catalytic subunit of the immunoproteasome. The inventors 

i don I i Hod PSMB10 as being unregulated in situations of chronic rejection, both 

in rat models and in human patients. The upregulation of PSMB10 was confirmed 

both in blood and in biopsies. The invention provides a method for diagnosing 

chronic graft rejection comprising: (a) determining in vitro an expression level 

value for PSMB10 in said subject biol. sample, (b) comparing said value to at 

least one reference expression level value for PSMB10 in at least one reference sample, 

and (c) diagnosing if said subject is or not undergoing chronic rejection of 

said grafted organ. The invention also concerns a diagnostic kit or microarray 

for performing the method of the invention. The invention further concerns the 

medical use of proteasome inhibitors for treating chronic rejection. 

IT 437742-34-2 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(proteasome 1 inhibitor; PSMB10 (proteasome beta 10 subunit) expression 
as diagnosis marker and drug target of chronic rejection, proteasome 
inhibitors Cor treating chronic rejection) 
RN 137742 3 1 2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0 heptane-3, 7-dione, 

4- (2-chloroethvl) -1- " (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 437742-34-2D , analogs 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(prot easome inhibitors; PSMB10 (pro! easome beta 10 subujiit) expression 
as diagnosis marker and drug target of chronic rejection, proteasome 
inhibitors for treating chronic rejection) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyc lohexen-l-y lhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Offer Mechanistic Insights for Fine Tuning Proteasome 
Inhibition 

Groll, Michael; McArthur, Katherine A. ; Macherla, 
Venkat R. ; Manam, Rama Rao! Potts, Barbara C. 
Center for Integrated Protein Science at the 
Department of Chemistry, Lehrstuhl fur Biochemie, 
Technische Universitat Munchen, Garching, D-85747, 
Germany 

SOURCE: Journal of Medicinal Chemistry (2009), 52(17), 

5420-5428 

C0DEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Societv 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

Many marketed drugs contain fluorine, reflecting its ability to modulate a 
variety of biol. responses. The unique 20S proteasome inhibition profile of 
f luorosalinosporamide compared to chlorinated anticancer agent salinosporamide 
A (NPI-0052) is exemplary and relates to each halogen's leaving group 
potential. Crystal structures of fluoro-, hydroxy-, and bromosalinosporamide 
in complex with the yeast 20S proteasome core particle (CP) provide mechanistic 
insights into Ligand binding and leaving group elimination and the ability to 
fine-tune the duration of proteasome inhibition. Fluorosalinosporamide/CP 
crystal structures determined over time offer striking snapshots of the ligand 
trapped with an intact fluoroethyl group in anticipation of fluoride 
elimination, followed by complete nucleophilic displacement of fluoride to give 
the highly stabilized cyclic ether found for salinosporamide A and 
bromosalinosporamide. This two-step reaction pathway is consistent with a 
mechanism for partially reversible proteasome inhibition by 
f luorosalinosporamide. Proteasome catalyzed fluoride displacement provides 
preliminary insights into the active site ThrlN pKa. 



IT 



437742-34-2 , Salinosporamide A 889457-14-1 

RL: DMA (Drug mechanism of ad i : PAC i Pha rma<-<> I ogical activity); PRP 

(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(crystal structure and snapshots of f luorosalinosporamide/20S complex 
offer mechanistic insights for fine tuning proteasome inhibition) 
437742-34-2 CAPLUS 

6-0xa-2-azabicyclo I 3. 2. 0 | heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotatii 



(") 




RN 889457-14-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-f luoroethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 823229-54-5 863126-95-8 872360-15-1 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(crystal structure and snapshots of f I uorosa I i nosporami de 20S complex 
ol'IVr mechanistic insights for fine tuning proteasome inhibition) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I I (S) (IS) 2 eyelohexen 1 v 1 hvdroxvmet liv I 4 (2 hvdroxvet hy I ) 5 methyl , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I (2 bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



IT 823229-54-5DP , complex with 20S proteasome 

872360-15-1DP , complex with 20S proteasome 889457-14-1DP 

, complex with 20S proteasome 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(crystal structure; crystal structure and snapshots of 
f luorosalinosporamide/20S complex offer mechanistic insights for fine 
tuning proteasome inhibition) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen 1 v 1 hydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 872360-15-1 CAPLUS 

CN 6 Oxa 2 azab i eye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 889457-14-1 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-f luoroethyl) -5-methyl-. 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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Biosynthesis of the salinosporamide A polyketide 
synthase substrate chloroethylmalonyl-coenzyme A from 
S-adenosyl-L-methionine 

Eusthquio, Alessandra S. ; McGlinchey, Ryan P. ; Liu, 
Yuan; Hazzard, Christopher; Beer, Laura L. ; Florova, 
Galina; Alhamadsheh, Mamoun M. ; Lechner, Anna; Kale, 
Andrew J. ; Kobayashi, Yoshihisa! Reynolds, Kevin A. ; 
Moore, Bradley S. 

Scripps Institution of Oceanography, University of 

California at San Diego, La Jolla, CA, 92093-0204, USA 

Proceedings of the National Academy of Sciences of the 

United States of America (2009), 106(30), 12295-12300, 

S12295/1-S12295/12 

C0DEN: PNASA6; ISSN: 0027-8424 

\ai Lonal Academy of Sciences 

Journal 

English 

CASREACT 151:353907 



of bic 



of ; 



tural products used 1 
ions, cancer, and other diseases. Here we describe a 
malonyl-CoA as a polyketide synthase building block ii 
linosporamide A, a marine microbial metabolite whose 
1 for potent proteasome inhibition and anticancer 



activity. S-adenosyl-L-methionine (SAM) is converted to 
5' -chloro-5' -deoxyadenosine (5' -CIDA) in a reaction catalyzed by a 
SAM-dependent chlorinase as previously reported. By using a combination of 
gene deletions, biochem. analyses, and chemical complementation expts. with 
putative intermediates, we now provide evidence that 5' -CIDA is converted to 
chloroethylmalonyl-CoA in a 7~step route via the penultimate intermediate 
4-chlorocrotonyl-CoA. Because halogenation often increases the bioactivity of 
drugs, the availability of a halogenated polyketide building block may be 
useful in mol. engineering approaches toward polyketide scaffolds. 

IT 437742-34-2P . Salinosporamide A 863126-95-8P . 

Salinosporamide B 

RL: BMF (Bioindustrial manufacture); BSU (Biological study, unclassified); 
BIOL (Biological study) ; PREP (Preparation) 

(biosynthesis of salinosporamide polyketide synthase substrate 
chloroethylmalonyl-CoA from S-adenosyl-L-methionine) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azabieye I ol 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




CH2C1 



RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0"heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohe X en-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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PATENT ASSIGNEE (S): Institut National de la Sante et de la Recherche 

Medicale (INSERM, Fr. 
SOURCE: Eur. Pat. Appl. , 24pp.; Chemical Indexing Equivalent 

to 151:243398 (W0) 

C0DEN: EPXXDW 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
FAMILY ACC. NUM. COUNT: 2 
PATENT INFORMATION: 

PATENT NO. KIND DATE APPLICATION NO. DATE 



EP 


2088205 






Al 




20090812 


EP 2008-300084 




20080211 




R: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


Di-:, 


DK, EE, ES, FI, FR, 


GB, 


GR, HR, HU, 




IE, 


IS, 


IT, 


LI, 


LT, 


LU, 


LV, 


MC, MT, NL, NO, PL, 


PT, 


RO, SE, SI, 




SK, 


TR, 


AL, 


BA, 


MK, 


RS 










CA 


2715050 






Al 




20090820 


CA 2009-2715050 




20090210 


WO 


2009101083 




Al 




20090820 


WO 2009-EP51511 




20090210 




W: AE, 


AG, 


AL, 


AM, 


AO, 


AT, 


Al , 


AZ, BA, BB, BG, BH, 


RR, 


BW, BY, BZ, 




CA, 


CH, 


CN, 


CO, 


CR, 


CU, 


CZ, 


DE, DK, DM, DO, DZ, 


EC, 


EE, EG, ES, 




FI, 


GB, 


Gl), 


GE, 


Gil, 


GM, 


GT, 


HN, HR, HU, ID, IL, 


IN, 


IS, JP, KE, 




KG, 


KM, 


KN, 


KP, 


KR, 


KZ, 


LA, 


LC, LK, LR, LS, LT, 


PI , 


LY, MA, MD, 




mi;, 


MG, 


MK, 


MN, 


\l« , 


MX, 


MY, 


MZ, NA, NG, NI, NO, 


\Z, 


OM, PG, PH, 




PL, 


PT, 


R0, 


RS, 


RU, 


SC, 


SD, 


SE, SG, SK, SL, SM, 


ST, 


SV, SY, TJ, 




TM, 


TN, 


TR, 


TT, 


'17, 


UA, 


UG, 


US, UZ, VC, VN, ZA, 


ZM, 


ZW 




RW: AT, 


ISE, 


ISG, 


CH, 


CY, 


CZ, 


DE, 


DK, EE, ES, FI, FR, 


GB, 


GR, HR, HU, 




IE, 


IS, 


IT, 


LT, 


HI, 


LV, 


MC, 


MK, MT, NL, NO, PL, 


PT, 


RO, SE, SI, 




SK, 


TR, 


ISF, 


IS.J, 


CF, 


CG, 


CI, 


CM, GA, GN, GQ, GW, 


MP, 


MR, NE, SN, 




TD, 


TG, 


RW, 


GH, 


CM, 


KE, 


LS, 


MW, MZ, NA, SD, SL, 


SZ, 


TZ, UG, ZM, 




ZW, 


AM, 


AZ, 


BY, 


KG, 


KZ, 


Ml), 


RU, TJ, TM 






EP 


2245183 






Al 




L'Oini 103 


EP 2009-711003 




20090210 




R: AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, EE, ES, FI, FR, 


GB, 


GR, HR, HU, 




IE, 


IS, 


IT, 


LI, 


LT, 


LU, 


LV, 


MC, MK, MT, NL, NO, 


PL, 


PT, RO, SE, 




SI, 


SK, 


TR, 


AL, 


BA, 


RS 










PRIORITY APPLN. 


[NF0 












EP 2008-300084 




A 20080211 


















WO 2009-EP51511 




W 20090210 



ABSTRACT : 

The present invention relates to a method of diagnosing chronic graft rejection 

of a grafted organ in a subject using PSMB10 (proteasome beta 10), an 

interferon inducible catalytic subunit of the immunoproteasome. The inventors 

identified PSMR10 as being uprrgu I at ed in situations of chronic rejection, both 

in rat models and in human patients. The upregulation of PSMB10 was confirmed 

both in blood and in biopsies. The invention provides a method for diagnosing 

chronic graft rejection comprising: (a) determining in vitro an expression level 

value for PSMB10 in said subject biol. sample, (b) comparing said value to at 

least one reference expression level value for PSMB10 in at least one reference sample, 

and (c) diagnosing if said subject is or not undergoing chronic rejection of 

said grafted organ. The invention also concerns a diagnostic kit or microarray 

for performing the method of the invention. The invention further concerns the 

medical use of proteasome inhibitors for treating chronic rejection. 

IT 437742-34-2 , Salinosporamide A 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(prot easome inhibitor; PSMB10 (proteasome beta 10 subunit) expression 
as diagnosis marker and drug target of chronic rejection, proteasome 
inhibitors Cor treating chronic rejection) 

RN 137742 31 2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

4- (2-chloroethvl) -1- " (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 437742-34-2D , Salinosporamide A, analogs 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(proteasome inhibitors! PSMB10 (proteasome bt-la 10 subunit) expression 
as diagnosis marker and drug target of chronic rejection, proteasome 
inhibitors for treating chronic rejection) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyc lohexen-l-y lhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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TITLE: Inhibition of epithelial to mesenchymal transition in 

metastatic prostate cancer cells by the novel 
proteasome inhibitor, NPI-0052: Pivotal roles of Snail 
repression and RKIP induction 

AUTHOR(S): Baritaki, S. ; Chapman, A.; Yeung, K. ; Spandidos, D. 

A. ; Palladino, M. ; Bonavida, B. 

CORPORATE SOURCE: Department of Microbiology, Immunology and Molecular 

Genetics, Jonsson Comprehensive Cancer Center, David 
Geffen School of Medicine, Los Angeles, CA, USA 

SOURCE: Oncogene (2009), 28(40), 3573-3585 

C0DEN: 0NCNES; ISSN: 0950-9232 

PUBLISHER: Nature Publishing Group 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT: 

Metastasis is associated with the loss of epithelial features and the acquisition 
of mesenchymal characteristics and invasive properties by tumor cells, a 
process known as epithelial to mesenchymal transition (EMT) . Snail expression, 
through nuclear factor (NF) -kB activation, is an EMT determinant. The 



tumor suppressor/ immun 
(RKIP), via NF-kB 

nd, 



proteasome inhibitor, NPI-0052, induce; 
surveillance cancer gene, Raf kinase inhibitor ] 
inhibition. We hypothesized that NPI-0052 may : 

consequently, the metastatic phenotype in DU-145 prostate cancer cells. Cell 
treatment with NPI-0052 induced E-cadherin and inhibited Snail expression and 
both tumor cell invasion and migration. Inhibition of Snail inversely 
correlated with the induction of RKIP. The underlying mechanism of 
NPI-0052-induced inhibition of the metastatic phenotype was corroborated by: 
(1) treatment with Snail siRNA in DU-145 inhibited EMT and, in contrast, 
overexpression of Snail in the nonmetastatic LNCaP cells induced EMT, (2) 
NPI-0052-induced repression of Snail via inhibition of NF-kB was 
corroborated by the specific NF-kB inhibitor DHMEQ and (3) RKIP 
overexpression mimicked NPI-0052 in the inhibition of Snail and EMT. These 
findings demonstrate, for the first time, the role of NPI-0052 in the 
regulation of EMT via inhibition of NF-kB and Snail and induction of 
RKIP. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(inhibition of epithelial to mesenchymal transition in metastatic 
prostate cancer cells by novel proteasome inhibitor NPI-0052 pivotal 
roles of Snail repression and RKIP induction) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azab i eye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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TITLE: Piling up the JNK. Drug synergy through ER stress 

AUTHOR (S) : Hertan, Lauren M. I Koumenis, Constantinos 

CORPORATE SOURCE: Department of Radiation Oncology, University of 

Pennsylvania, Philadelphia, PA, USA 
SOURCE: Cancer Biology & Therapy (2009), 8(9), 820-822 

C0DEN: CBTAA0; ISSN: 1538-4047 
PUBLISHER: Landes Bioscience 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 
ABSTRACT : 

A review. The research of Dasmahapatra et al. (2009) entitled BCL-2 
antagonists interact synerg i st i ca I I v with bort ozom i b in DLBCL cells in associati 
with JNK activation and induction of ER stress is reviewed with commentary and 
refs. Dasmahapatra et al. provide intriguing data suggesting yet another 
possible mode of interaction of these two classes of inhibitors, which is 
centered on the activation of the stress kinase JNK and induction of ER stress 
by bortezomib. During ER stress, the unfolded protein response is activated as 
a mechanism for maintaining homeostasis between protein load and folding 
capacity in the ER. However, with excessive or prolonged activation, the UPR 
can also have a cytotoxic effect. It has been proposed that this may be caused 
by JNK-phosphorylation and inactivation of the anti~apoptotic regulator Bcl-2. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study) ; USES (Uses) 

(role of JNK and increased endoplasmic reticulum stress in cell death) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Biosynthesis of Salinosporamides from 

a, 3-Unsaturated Fatty Acids: Implications 

for Extending Polyketide Synthase Diversity 

Liu, Yuan; Hazzard, Christopher; Eustaquio, Alessandra 

S. ; Reynolds, Kevin A. ; Moore, Bradley S. 

Scripps Institution of Oceanography and the Skaggs 

School of Pharmacy and Pharmaceutical Sciences, 

University of California at San Diego, La Jolla, CA, 
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Journal of the American Chemical Society (2009), 
131(30), 10376-10377 
C0DEN: JACSAT; ISSN: 0002-7863 
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English 

CASREACT 151:239858 

thered polyketide synthase extender units were discovered 
.ynthesis of the salinosporamide family of anticancer 
bacterium Salinispora tropica. In vivo and in vitro 
.e crotonyl-CoA reductase/carboxylase SalG has broad 
r ard 2-alkenyl-CoAs that give rise to the salinosporamide 



IT 1176732 Z 52-7P 1176732-55-0P 

RL: liPN (Biosyutliet ic preparation); PRP (Properties); BIOL (Biological 

study) ; PREP (Preparation) 

(biosynthesis of salinosporamides D and E from methylmalonyl-CoA and 
propylmalonyl-CoA in Salinispora tropica in relation to polyketide 
synthase diversity) 
RN 1176732-52-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3-13C-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1176732-55-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1 (S) (IS) 2 cvclohexen I v I hvd roxvmet hv I 5-methv] i (propvl-l-13C) -, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 437742-34-2 , Salinosporamide A 74420Q-66-6 , 

Cinnabar amide A 823229-26-1 , Salinosporamide D 
863126-95-8 , Salinosporamide B 872360-15-1 , 
Bromosalinosporamide 87236Q-24-2 , Salinosporamide E 
889457-14-1 , Fluorosal i imsporam i d>' 

RL: BSU (Biological study, unclassified) ; BIOL (Biological study) 

(biosynthesis of salinosporamides D and E from methylmalonyl-CoA and 
propylmalonyl-CoA in Salinispora tropica in relation to polyketide 
synthase diversity) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 744200-66-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen 1 ylhydroxymethyl] -4-hexyl-5-methyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo~3. 2. 0" heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvc lohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl- (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen 1 v I livd roxvmet hv] o-methv] -1 propvl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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OH 



H 



0 




S\ 



Pr-n 



RN 889457-14-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-f luoroethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2009:814708 CAPLUS 
151:313257 

Propellane as a conformational device for the 
stabilization of the 0-lactone of salinosporamide 

A 

Vamos, Mitchell; Kobayashi, Yoshihisa 

Department of Chemistry and Biochemistry, University 

of California, San Diego, La Jolla, CA, 92093-0343, 

USA 

Tetrahedron (2009), 65(31), 5899-5903 

C0DEN: TETRAB; ISSN: 0040-4020 

Elsevier Ltd. 

Journal 

English 

CASREACT 151:313257 




ABSTRACT : 

The synthesis of a propellane derivative I of salinosporamide A having increased 
stability under physiol. -like conditions was reported. The synthesis took 
advantage of a substrate-controlled stereoselective Ugi 4~center 3-component 
reaction to construct the required syn~bicyclic pyroglutamic acid framework. 

IT 437742-34-2DP , Salinosporamide A, analogs 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(propellane as a conformational device for the stabilization of the 
P-lactone of salinosporamide A) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Beyond monoclonal antibodies: new therapeutic agents 
in non-Hodgkin' s lymphomas 

Delmonte, Angelo! Ghielmini, Michele! Sessa, Cristiana 

Oncology Institute of Southern Switzerland, Ospedale 

S. Giovanni, Bellinzona, Switz. 

Oncologist (2009), 14(5), 511-525 

C0DEN: 0C0LF6; ISSN: 1083-7159 

A I phaMed Press 

Journa I ; Genera I Rev i eu 

English 

is single 



The availability of active monoclonal antibodies, eitl 
agents or in combination with cytotoxic agents, lias improved trea 
in non-Hodgkin' s lymphoma (NHL). Despite this and the increasing number of 
available active monoclonal antibodies, alone or conjugated with radioisotopes, 
not all types of lymphoma are sensitive to these biol. agents and often they 
become resistant because of different mol. mechanisms. New mol. targets in 
neoplastic cells are emerging and provide the rationale for novel discovery 
initiatives. In fact, a greater knowledge of the biol. of lymphoma and the 
identification of compds. selectively active against a potential therapeutic 
pathway have already improved the time to progression and survival time of 
patients with some subtypes of NHL. The growing list of new drugs provides the 
exciting prospect of developing disease-specific and even patient-specific 
therapies. The aim of this review is to identify and discuss non-monoclonal 
antibody new therapeutic agents in terms of mechanism of action and clin. 
results. The preclin. and clin. features of proteasome inhibitors, histone 
deacetylase inhibitors, thalidomide and lenalidomide, mammalian target of 
rapamyein inhibitors, antisense oligonucleotides, heat shock protein 
inhibitors, protein kinase C inhibitors, antiangiogenic agents, and new 
cytotoxics are reviewed. 

IT 437742-34-2 , Salinosporamide A 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 
(new therapeutic agents in non-Hodgkin' s lymphoma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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151:70266 

Methods of using [3. 2. 0] heterocyclic compounds and 
analogs thereof in treating Waldenstrom' s 
macroglobulinemia 

Ghobrial, Irene; Roccaro, Aldo! Chauhan, Dharminder; 

Anderson, Kenneth; Palladino, Michael A. 

Nereus Pharmaceuticals, Inc. , USA; Dana-Farber Cancer 

Institute 

U. S. Pat. Appl. Publ. , 62pp. 

C0DEN: USXXC0 

Patent 
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KIND DATE 



APPLICATION NO. 



DATE 



US 20090156469 
PRIORITY APPLN. INFO. 



L 20090618 US 2008-329504 20081205 
US 2007-12396P P 20071207 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
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ABSTRACT: 

Disclosed are methods of treating Waldenstrom's Macroglobulinemia comprising 
administering to the animal, a therapeutically effective amount of a heterocycli 
compound disclosed here. 



IT 



1044999-00-9P 

RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 



and ; 



alogs for treating Waldenstrom' s 



RN 1044999-00-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -hydroxypheny lmethy 1] -5-methy 1-, (1R, 4R, 5S) - 
INDEX NAME) 

Absolute stereochemistry. 



IT 437742-34-2P 863126-95-8P 87236Q-15-1P 

RL: NP0 (Natural product occurrence); PAC (Pharmacological activity); PUR 
(Purification or recovery) ; RCT (Reactant) ; THU (Therapeutic use) ; BIOL 
(Biological study); 0CCU (Occurrence); PREP (Preparation); RACT (Read ant 
or reagent) ; USES (Uses) 

(heterocyclic compds. and analogs for treating Waldenstrom's 
macroglobulinemia) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methy 1-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absoluti 1 sliMvochomist ry. Rotation (-) . 
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RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl- (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 1057246-20-4P 1057246-23-7P 1057246-24-8P 
1078724-63-6P 1161845-8Q-2P 1161845-81-3P 

RL: PAC (Pharmacological activity); PRPH (Prophetic); SPN (Synthetic 
preparation); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(heterocyclic compds. and analogs for treating Waldenstrom's 
macroglobulinemia) 
RN 1057246-20-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 



Absolute stereochemistry. 
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HO Ph 




RN 1057246-23-7 CAPLUS 

CN 6 Oxa 2 a/.ab i cyelo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-24-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethenyl-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1078724-63-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry unknown. 




RN 1161845-80-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 
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CM 



CRN 437742-34-2 
CMF C15 H20 CI N 04 



Absolute stereochemistry. Rotation (-) . 



c 



Sj 



H 



OH 



0 




ni2d 



RN 1161845-81-3 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

CM 1 

CRN 872360-18-4 
CMF C15 H20 CI N 04 

Absolute stereochemistry. 



IT 823229-56-7P 87236Q-18-4P 87236Q-22-QP 
872360-23-1P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(hot o roe ye I ic eompds. and analogs for treating Waldenstrom's 
macroglobulinemia) 
RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 





OH 



H 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 
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4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S)-1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] - 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0] hept-4-yl] ethyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2D , derivs. 823229-34-1D , derivs. 
863126-95-8D , derivs. 87236Q-15-1D , derivs. 
889457-14-1 889457- 14- ID . derivs. 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(heterocyclic compds. and analogs for treating Waldenstrom' s 
macroglobulinemia) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethvl) -1- " (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl- 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 889457-14-1 CAPLUS 

CN 6-0xa 2 azabic-yclo .3. 2. 0. heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen-l-vlliv(lroxvmet hvT -4- (2-f luoroethvl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 889457-14-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y 1 hydroxy met liv I 1 (2-f luoroethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 1057246-19-1P 1057385-27-9P 1067236-86-5P 
1070997-86-2P 1161845-78-8P 

RL: PRPH (Prophetic); RCT (Reactant) ; SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(heterocyclic compds. and analogs for treating Waldenstrom' s 
macroglobulinemia) 
RN 1057246-19-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-benzoyl-4-(2-chloroethyl) -5-methyl-, (1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



Ph ^0 




RN 1057385-27-9 CAPLUS 

CN 6-0xa-2-azabicyclo 3.2.0 heptane 3, 7-dione, 

4- (2-chloroet hvl) ,r met hvl-1- 3- [ (trimethylsilyl) oxy] benzoyl]-, 
(1S.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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Me3Si^ 




RN 1067236-86-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




• I- 



RN 1070997-86-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




RN 1161845-78-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

CM 1 

CRN 872360-17-3 
CMF C15 H18 CI N 04 

Absolute stereochemistry. 
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IT 1057246-22-6P 

RL: PRPH (Prophetic); SPN (Synthetic preparation); PREP (Preparation) 
(heterocyclic compds. and analogs for treating Waldenstrom's 
macroglobulinemia) 
RN 1057246-22-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-4-propanenitrile, 

1- [ (S) - (IS) -2-cyclohexen-l-v I livdroxvmet hv I 5 mot hv 1 3,7 dioxo , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-34-1P 823229 = 54r5P 87236Q-17-3P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(heterocyclic compds. and analogs for treating Waldenstrom's 
macroglobulinemia) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc I ohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvc 1 ohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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2009 : 663494 CAPLUS 
151:198109 

Formal synthesis of salinosporamide A via 

XHC-catalvzed intramolecular lactonization 

Struble, Justin R. ; Bode, Jeffrey W. 

Roy and Diana Vagelos Laboratories, Department of 

Chemistry, University of Pennsylvania, Philadelphi? 

PA, 19104-6354, USA 

Tetrahedron (2009), 65(26), 4957-4967 

C0DEN: TETRAB; ISSN: 0040-4020 

Elsevier Ltd. 

Journal 

English 

CASREACT 151:198109 



0=(J^ N-CH2Ph 
Met Me 




ABSTRACT : 

An N-heterocyclic carbene (NHC) catalyzed intramol. lactonization to prepare 
densely functionalized bicyclic y-lactam-y-lactone adducts, e.g. I, 
from enals, e.g. (E) -MeCOC (Me) 2N(CH2Ph)C0CH:CHCH0, is reported. This method 
has been applied to the formal synthesis of salinosporamide A (II), a potent 
20S proteasome inhibitor and anti-cancer therapeutic. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(N-heterocyclic carbene-catalyzed intramol. lactonization to prepare 
bicyclic y-lactam-y-lactone adducts and application to 
formal synthesis of salinosporamide A) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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Treatment of hi stone deaceryhi.se mediated disorders 

Gore, Lia! De Ryckere, Deborah 

University of Colorado, USA 

PCT Int. Appl. , 73pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 




KIND 


DATE 




APPLICATION NO. 




DATE 


WO 2009067543 




A2 




20090528 


WO 2008-US84072 




20081119 


WO 2009067543 




A3 




20090903 
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PRIORITY APPLN. INFO 












US 2007-989053P 
WO 2008-US84072 




P 20071119 
W 20081119 



ABSTRACT : 

Provided herein are pharmaceutical agents, pharmaceutical compns. , methods of 
treatment, treatment regimens and kits for the treatment of histone deacetylase 
(HDAC) mediated disorders, such as cancer. Methods include administering to a 
patient a first amount of a Class I selective HDAC inhibitor and a second amount of 
a second HDAC inhibitor. 

IT 437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(treatment of histone deacetylase mediated disorders such as cancer 
with Class inhibitor and second inhibitor and combination with other 
agents) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 axab i eye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
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TITLE: Caspase-8 dependent histone acetylation by a novel 

proteasome inhibitor, NPI-0052: a mechanism for 

synergy in leukemia cells 
AUTHOR(S): Miller, Claudia P. ; Rudra, Sharmistha; Keating, 

Michael J.; Wierda, William G. ; Palladino, Michael; 

Chandra, Joya 
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ABSTRACT: 

Combination studies of histone diwoly lasr inhibitors (HDACi) and prote; 
inhibitors are providing preclin. framework to build better strategies against 
hematol. malignancies. Our previous work found that a novel proteasome 
inhibitor, NPI-0052, and HDACi synergistically induce apoptosis in leukemia 
cells in a caspase 8 and oxidant dependent manner. Here we extend those 
observations to primary leukemia cells and identify novel mechanisms of 
synergy. Because the proximal targets of NPI-0052 and HDACi are inhibition of 
proteasome activity and histone acetylation, we initially examined those biochem. 
events. Increased acetylation of histone-H3 was detected in Jurkat and CLL 
primary cells treated with NPI-0052, alone or in combination with various HDACi 
(MS SNDX-275 or vorinostat) . Hyperacetylation by NPI-0052 occurred to a lesser 
extent in caspase-8-def icient cells and in cells treated with an antioxidant. 
These results indicate that NPI-0052 is eliciting caspase-8 and oxidative 
stress-dependent epigenetic alterations. In addition, real-time PCR revealed that 
MS/SNDX-275 repressed expression of the proteasomal P5, P2, and 
PI subunits, consequently inhibiting resp. enzymic activities. Overall, 
our results suggest that crosstalk by NPI-0052 and HDACi are contributing, 
along with caspase-8 activation and oxidative stress, to their synergistic 
cytotoxic effects in leukemia cells, reinforcing the potential clin. utility of 
combining these 2 agents. 
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ABSTRACT: 

The present invention is directed to the use an type II anti-CD20 antibody for 

the manufacture of a medicament for the treatment of cancer, especially of CD20 expressing 

cancers in combination with a proteasome inhibitor. 
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In this study, we provide data on the effect of cobalt on the production of 
NPI-0047 and the two closely related salinosporamides, NPI-0052 and NPI-2065 by 
Salinispora tropica. As cobalt is an essential component of vitamin B12, a 
coenzyme involved in methyl at i on and carbon skeletal rearrangement reactions, 
we also examined the effect of vitamin B12 on the production of salir 
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PUBLISHER: 
DOCUMENT TYPE: 
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ABSTRACT: 

A review. Antitumor compels, produced by actinomycetes and novel derivs. 
generated by combinatorial biosynthesis arc reviewed (with 318 refs. cited). 
The different structural groups for which the relevant gene clusters were 
isolated and characterized are reviewed, with a description of the strategies 
used for the generation of the novel derivs. and the activities of these 
compds. against tumor cell lines. 
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ABSTRACT: 

A review. The discovery of the anticancer agent salinosporamide A (NPI-0052) 
resulted from the exploration of new marine environments and a commitment to 
the potential of the ocean to yield new natural products for drug discovery and 
development. Driving the success of this process was the linkage of academic 
research together with the ability and commitment of industry to undertake drug 
development and provide the resources and expertise to advance the entry of 
salinosporamide A (NPI-0052) into human clin. trials. This paper offers a 
chronicle of the important events that facilitated the rapid clin. development 
of this exciting mol. 
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ABSTRACT : 

The present invention provides a concise synthetic method for generating 
lactam-fused p-lactones, e. g. I, that feature, in some embodiments, a 
tertiary fused carbinol, quaternary carbons, and a reactive beta-lactone moiety 
available for further reactions. The present invention further provides 
compds. synthesized by this method as well as methods of using these compds. as 
inhibitors of the proteasome and fatty acid synthase. 
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4- (2-chloroethyl) -1- [ (S) -hydro X yphenylmethyl]-5-methyl-, (1R, 5S) - (CA 
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IT 942517-04-6P 942517-Q9-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 

(preparation of cyclic-fused 3-lactones as prodrugs and as inhibitors 
of proteasome 20S) 
RN 942517-04-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-2- [ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R) -rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 942517-09-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -2- [ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




IT 909569-43-3P , (±)-SalinosporamideA 942516-89-4P , 
(+) -Cinnabar ami deA 1127249-6Q-8P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of cyclic-fused 3 -lactones as prodrugs and as inhibitors 
of pro! easome 20S) 
RN 90956;) 13 3 CAPLI S 

CN 6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

4- (2-chloroethvl) -1- " (R) - (1R) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(IS, 4S, 5R)-rel- (CA INDEX NAME) 



Relative stereochemistry. 



10/561, 711 



03/04/2011 




RN 942516-89-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -4-hexvl-b-methyl-, 
(1S.4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 1127249-60-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (+) . 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2009:255198 CAPLUS 
150:472933 

Indium-catalyzed Conia-ene reaction for alkaloid 
synthesis 

Hatakeyama, Susumi 

Graduate School of Biomedical Sciences, Nagasaki 
University, Nagasaki, 852-8521, Japan 
Pure and Applied Chemistry (2009), 81(2), 217-226 
C0DEN: PACHAS; ISSN: 0033-4545 

International Union of Pure and Applied Chemistry 

Journal; General Review 

English 



i for alkaloid 
id oxygen-tethered 
membered heterocycles 
proceeds with no racemizatiot 



th refs. on indium-catalyzed Conia- 
synthesis. In (OTf) 3-catalyzed cyclization of 
acetylenic malonic esters provides various fi 
in moderate to excellent yield, and the react 

and complete E-select ivity in the case of chiral and nonterminal alkynes. The 
synthetic utility is demonstrated by the synthesis of (-)-salinosporamide A, 
highly potent 20S proteasome inhibitor, and ( ) nrooxazol omycin, a member of 
the oxazolomycin family of antibiotics. 

IT 437742-34-2P , (-)-Salinosporai ' ' 

RL: SPN (Synthetic preparatioi 
(indium-catalyzed Conia eni 
RN 437742-34-2 CAPLUS 
CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 

(1R.4R.5S)- (CA INDEX NAME) 



PREP (Preparation) 
■eaction for alkaloid synthesis) 



Absolute stereochemistry. Rotati< 



(") 
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DOCUMENT NUMBER: 150:321368 

TITLE: Control of HIF-la Expression by eIF2a 

Phosphorylation -Mediated Translat ional Repression 
AUTHOR (S): Zhu, Keyi ; Chan, WaiKin; Heymach, John; Wilkinson, 

Miles; McConkey, David J. 
CORPORATE SOURCE: Departments of Cancer Biology, Urology, The University 

of Texas M. D. Anderson Cancer Center, Houston, TX, 

77030, USA 

SOURCE: Cancer Research (2009), 69(5), 1836-1843 

C0DEN: CNREA8; ISSN: 0008-5472 
PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

Hypoxia inducible factor la (HIF-la) plays a central role in 

regulating tumor angiogenesis via its effects on vascular endothelial growth 

factor (VEGF) transcription, and its expression is regulated through 

proteasome-mediated degradation Paradoxically, previous studies have shown that 

proteasome inhibitors (PI) block tumor angiogenesis by reducing VEGF 

expression, but the mechanisms have not been identified. Here, we report that 

Pis down-regulated HIF-la protein levels and blocked HIF-la 

transcriptional activity in human prostate cancer cells. Pis induced 

phosphorylation of the translation initiation factor 2a (eIF2a), 

which caused general translat ional repression to inhibit HIF-la 

expression. Furthermore, Pis induced HIF-la accumulation in LNCaP~Pro5 

cells depleted of eIF2a via siRNA transfection and in MEFs expressing a 

phosphorylation-def icient mutant form of eIF2a. Finally, Pis failed to 

induce eIF2a phosphorylation or translational attenuation in DU145 or 

253JB-V cells, and, in these cells, Pis promoted HIF-la accumulation. 

Our data established that Pis down-regulated HIF-la expression in cells 

that display activation of the unfolded protein response by stimulating 

phosphorylation of eIF2a and inhibiting HIF-la translation. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(proteasome inhibitors down-regulate HIF-la expression in cancer 
cells that display activation of unfolded protein response by 
stimulating phosphorylation of eIF2a and inhibiting HIF-la 
translation) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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DOCUMENT NUMBER: 151:115307 

TITLE: Finding NEMO (inhibitors) the search for marine 

pharmacophores targeting the nuclear factor-KB 

AUTHOR (S) : Folmer, Florence; Schumacher, Marc; Diederich, Marc; 

Jaspars, Marcel 

CORPORATE SOURCE: European Centre for Marine Biotechnology, Aquapharm 

Biodiscovery Ltd. , Oban, Argyll, PA37 1QA, UK 

SOURCE: Chimica Oggi (2008), 26(4), 40-42, 44-46 

C0DEN: CH0GDS; ISSN: 0392-839X 

PUBLISHER: Tekno Scienze 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

ABSTRACT : 

A review. Since the early I960' s, marine organisms have provided natural 

products chemists with a rich source of novel and very diverse metabolites with 

unprecedented chemical structures. Over the last few decades, significant effort 

has been placed on the Pharmacol, evaluation of marine secondary metabolites. 

This scientific endeavour, which is often referred to as the search for "Drugs 

from the Sea", has lead to the discovery of numerous anti-cancer, 

anti-inflammatory, and antimicrobial compds. , several of which are currently in 

clin. trials. In the present review, we discuss the potential of marine 

natural products as pharmacophores for the inhibition of the nuclear 

factor-KB which has recently been recognized as an important mol. target 

in both anti-cancer and anti-inflammatory drug discovery. In particular, we 

focus on marine natural products with lactone moieties, which cover a third of 

all the currently known NF-kB inhibitors of marine origin. 

Abbreviations: C0X-2, cyclooxygenase-2; IkB, inhibitor of NF-kB; 

JNK, Jun N-terminal kinase; MAPK, mitogen-activated protein kinase; N. A. , not 

available; NEMO, NF-kB essential modulator; IKK, kinase of IkB; 

iNOS, inducible nitric oxide synthase; IL, interleukin; NF-kB, nuclear 

factor-KB; PKC, protein kinase C; PLA2, phospholipase A2; TNF-a, 

tumor necrosis factor-a. 



IT 437742-34-2 , Salinosporamide a 

RL: NP0 (Natural product occurrence); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; 0CCU (Occurrence) ; USES (Uses) 
(marine natural products including salinosporamide may be helpful as 
ant i i n fl animal orv, antimicrobial and anticancer agents) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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Use of adenosine A2A receptor agonists and 

phosphodiesterase (PDE) inhibitors for the treatment 

of B-cell proliferative disorders, and combinations 

with other agents 
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CombinatoRx, Incorporated, USA 

PCT Int. Appl. , 70 pp. 
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Patent 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

The invention provides compns. and methods for the treatment of B-cell 
proliferative disorders that employ an A2A receptor agonist or one or more PDE 
inhibitors. The methods and compns. may further include an antiproliferative 
compound 

IT 437742-34-2 . NPI 0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(adenosine A 2 A receptor agonists and phosphodiesterase inhibitors for 
treatment of B-cell proliferative disorders, and combinations with 
other agents) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azabicyclo 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

The invention features compns. and methods employing combinations of an A2A 
receptor agonist and a PDE (phosphodiesterase) inhibitor for the treatment of a 
B-cell proliferative disorder, e g, multiple myeloma. In at least one 
embodiment, the compns. of the invention comprise a PDE inhibitor active 
against at least two of PDE 2, 3,4, and 7. In at least one embodiment, the 
compns. of the invention comprises further administering an antiproliferative 
compound 

IT 437742-34-2 . NPI 0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(combinations for treatment of B-cell proliferative disorders using PDE 
inhibitors and A2A receptor agonists and antiproliferative compds. ) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/ab i eye I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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DOCUMENT NUMBER: 151:115147 

TITLE: Targeting the UPS as therapy in multiple myeloma 

AUTHOR (S) : Chauhan, Diiarminder ; Bianchi, Giadal Anderson, Kenneth 

C. 

CORPORATE SOURCE: The Jerome Lipper Multiple Myeloma Center, Department 

of Medical Oncology, Dana Farber Cancer Institute, 
Harvard Medical School, Boston, MA, 02115, USA 

SOURCE: BMC Biochemistry (2008), 9(Suppl. 1), No pp. given 

C0DEN: BBMIB3 

URL: http://www. biomedcentral. com/content/pdf/1471- 
2091-9-Sl-Sl.pdf 
PUBLISHER: BioMed Central Ltd. 

DOCUMENT TYPE: Journal; General Review; (online computer file) 

LANGUAGE: English 

ABSTRACT: 

A review. The coordinated regulation of cellular protein synthesis and degradation 
is essential for normal cellular functioning. The ubiquitin proteasome system 
mediates the intracellular protein degradation that is required for normal cellular 
homeostasis. The 26S proteasome is a multi-enzyme protease that degrades 
redundant proteins; conversely, inhibition of proteasomal degradation results in 
intracellular aggregation of unwanted proteins and cell death. This 
observation led to the development of proteasome inhibitors as therapeutics for 
use in cancer. The clin. applicability of targeting proteasomes is exemplified 
by the recent FDA approval of the first proteasome inhibitor, bortezomib, for 
the treatment of relapsed/refractory multiple myeloma. Although bortezomib 
represents a major advance in the treatment of this disease, it can be associated 
with toxicity and the development of drug resistance. Importantly, extensive 
preclin. studies suggest that combination therapies can both circumvent drug 
resistance and reduce toxicity. In addition, promising novel proteasome 
inhibitors, which are distinct from bortezomib, and exhibit equipotent 
anti-multiple myeloma activities, are undergoing clin. evaluation in order to 
improve patient outcome in multiple myeloma. 

IT 437742-34-2 , NPI0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(novel NPI0052 distinct from bortezomib with equipotent anticancer 
activity and in combination with other drugs reduces drug resistance 
and toxicity in patient with refractory multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. Ojhoptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

Large-scale fermentation of the marine actinomycete Salinispora tropica for production of 

salinosporamide A (NPI-0052; 1) clin. trials materials provided crude exts. 

containing minor secondary metabolites, including salinosporamide B (2) and a new 

congener (3). Spectroscopic characterization revealed that 3 is identical to 

antiprotealide (I), a mol. hybrid of 20S proteasome inhibitors 1 and omuralide 

(4) not previously described as a natural product. Anal, of crude exts. from 

shake flask cultures of three wild-type S. tropica strains confirmed the production 

of I at 1.1, 0.8, and 3.0 mg/L. Thus, I is a natural product metabolite of S. 

tropica. 

IT 437742-34-2P , Salinosporamide A 863126-95-8P , 

Salinosporamide B 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) ; 
BIOL (Biological study) ; PREP (Preparation) 

(antiprotealide is natural product from Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0" heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

Synthesis of a racemic key intermediate I [R = C0CH:CH2, Rl = 0CH2Ph, R2 = oxo, 
X = CH2] for the synthesis of (±) -salinosporamideA (II) was reported. The 
synthesis of two precursors I [R = H, Rl = 0CH2Ph, R2 = OH, X = CH2] and I [R = 
C0CH:CH2, Rl = 0CH2Ph, R2 = OH, X = CH2] of the target intermediate was 
achieved starting from ester I [R = C0CH:CH2, Rl = 0CH2Ph, R2 = 0CMe3, X = CO] 
which had been prepared in previous work via an ene-type reaction of 
4, 5-dihydro~2- (4-methoxyphenyl) -5-oxo-4-oxazolecarboxylic acid Me ester with 
the enol ether H2C:CH0CMe3. 

IT 909569-43-3P 

RL: SPN (Synthetic preparation) ; PREP (Preparation) 

(synthetic route to (±) -salinosporamideA via an oxazolone-mediated 
ene-type reaction) 
RN 909569-43-3 CAPLUS 

CN 6 Oxa 2 azab i eye I o i 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(IS, 4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




CH2C1 
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Methods of using [3. 2. 0] heterocyclic compounds and 

analogs thereof for treating infectious diseases 

Palladino, Michael 

Nereus Pharmaceuticals, Inc. , USA 

PCT Int. Appl. , 133pp. 
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OTHER SOURCE (S): MARPAT 149:548862 

ABSTRACT : 

Disclosed are methods of treating infectious diseases comprising administering 
to the animal, a therapeutically effective amount of a heterocyclic compound The 
animal is a mammal, preferably a human or a rodent. 

IT 437742-34-2P , Salinosporamide A 

RL: ADV (Adverse effect, including toxicity) ; PAC (Pharmacological 
activity) ; PKT (Pharmacokinetics) ; PUR (Purification or recovery) \ RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation); RA(T (Reactant or reagent); USES (Uses) 

(NPI 0052; heterocyclic eompds. and analogs for treating infectious 



diseases) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 823229-34-1P 823229-56-7P 87236Q-18-4P 
872360-22-0P 87236Q-24-2P 1057246-22-6P 
1078636-12-0P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(heterocyclic compds. and analogs for treating infectious diseases) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-18-4 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o | 3. 2. 0 hrplanr 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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OH 



0 





RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I hvdroxvmiM liv I 5 metliv] -1 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1057246-22-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0]heptane-4-propanenitrile, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-3, 7-dioxo-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




'Pr-n 




Oil 



II 




0 



r 



RN 1078636-12-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-isothiocyanatoethyl) -5- 
methyl-, (1R, 4R, 5S)- (CA INDEX NAME) 



Absolute st( 



;hemistry. 



IT 1070997-86-2 

RL: PRPH (Prophetic); RCT (Reactant) ; RACT (Reactant or r, 
(het e roe ye I ie compels, and analogs for treating infect i< 
RN 1070997-86-2 CAPLUS 
CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




IT 1057246-23-7P 1067236-86-5P 

RL: PRPH (Prophetic); RCT (Reactant); SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(heterocyclic compds. and analogs for treating infectious diseases) 
RN 1057246-23-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 I hrpt anr ?>, t dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R,4R,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1067236-86-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 
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IT 1044999-00-9P 1057246-19-1P 1057246-2Q-4P 
1078724-62-5P 1078724-63-6P 

RL: PRPH (Prophetic); SPN (Synthetic preparation); PREP (Preparation) 
(he! oroeye I ic rompds. and analogs for treating infectious diseases) 
RN 1044999-00-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1057246-19-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-benzoy 1-4- (2-chloroethyl) -5-methyl-, (1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1057246-20-4 CAPLUS 

CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 





HO .Ph 




RN 1078724-62-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- (2-propen-l-yl) -, 



10/561, 711 



03 04 2011 



(1R,4R, 5S)- (CA INDEX NAME) 
Absolute stereochemistry. 




RN 1078724-63-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry unknown. 



IT 823229-26-1P 872360-1 1-7P 872360-12-8P 
872360-13-9P 87236Q-16-2P 

RL: PUR (Purification or recovery); PREP (Preparation) 

(heterocyclic compds. and analogs for treating infectio 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl- 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemisi ry. 



10/561, 711 
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RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CH2C] 



RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-[(S)- (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4S, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




CN 6 Oxa 2 a/ab i eve I <» 3.2.0 heptane 3,7 (Hone, 

1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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872360-15-1P 



y) ; RCT (Reactant) ; PREP (Preparation) ; 
logs for treating infectious diseases) 



IT 863126-95-8P 

RL: PUR (Puril 
RACT (Reactant or reagent) 

(hot oroeye I ic compds. and ; 
RN 863126-95-8 CAPLUS 
CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1 ] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-54-5P 87236Q-17-3P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(heterocyclic compds. and analogs for treating infectious diseases) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-(2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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CAPLUS COPYRIGHT 2011 ACS on STN 
2008:1276294 CAPLUS 
149:505521 

Leaving Groups Prolong the Duration of 20S Proteasome 
Inhibition and Enhance the Potency of Salinosporamides 
Manam, Rama Rao! McArthur, Katherine A. ; Chao, 
Ta-Hsiang; Weiss, Jeffrey! Ali, Janid A. ; Palombella, 
Vito J. ; Groll, Michael; Lloyd, G. Kenneth; Palladino, 
Michael A. ; Neuteboom, Saskia T. C. ; Macherla, Venkat 
R. ; Potts, Barbara C. M. 

Nereus Pharmaceuticals Inc., San Diego, CA, 92121, USA 
Journal of Medicinal Chemistry (2008), 51(21), 
6711-6724 

C0DEN: JMCMAR; ISSN: 0022-2623 
PUBLISHER: American Chemical Society 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASREACT 149:505521 

ABSTRACT: 

Salinosporamide A (NPI-0052) is a potent, monochlorinated 20S proteasome 
inhibitor in clin. trials for the treatment of cancer. To elucidate the role 
of the chlorine leaving group (LG) , the authors synthesized analogs with a 
range of LG potentials and determined their IC50 values for inhibition of 
chymotrypsin-like (CT-L) , trypsin-like (T~L) , and caspase-like (C~L) activities 
of 20S proteasomes. Proteasome activity was also determined before and after 
attempted removal of the inhibitors by dialysis. Analogs bearing substituents 
with good LG potential exhibited the greatest potency and prolonged duration of 
proteasome inhibition, with no recovery after 24 h of dialysis. In contrast, 
activity was restored after ^12 h in the case of non~LG analogs. 
Intermediate results were observed for f luorosalinosporamide, with poor LG 
|)ot i-nt ial. Kinetic studies indicate that Salinosporamide A acts as a classical 
slow, tight inhibitor of the CT-L, T-L, and C-L activities and that inhibition 
occurs via a two-step mechanism involving reversible recognition followed by 
rate-limiting formation of a covalent enzyme-inhibitor complex. 

IT 823229-34-1P 823229-54-5P 

RL: DMA (Drug mechanism of action); PAC (Pha 
(Properties) ; RCT (Reactant) ; SPN (Syntheti< 
(Therapeutic use) ; BIOL (Biological study) ; 
(Reactant or reagent) ; USES (Uses) 

(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2- eye lohexen I y Lhydroxymethy 1] ~4r (2-iodoethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



gical activity); PI 
: preparation) ; THU 
PREP (Preparation) ; RACT 



RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvc lohexen- 1-vlhvdroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 437742-34-2 , Salinosporamide A 87236Q-15-1 

R\,: DMA (Drug mechanism of action); PAC (Pharmacological activity); PRP 
(Properties); RCT (Reactant) ; THU (Therapeutic use); BIOL (Biological 
study) ; RACT (Reactant or reagent) ; USES (Uses) 

(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 889457-14-1P 1057246-23-7P 1073241-43-6P 
1073241-49-2P 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PRP 
(Properties) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 889457-14-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-f luoroethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 
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Absolute stereochemistry. 
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RN 1057246-23-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 ovcloliexcn 1 v 1 livdroxvmot liv I 5-methvl -1 2 
[(methylsulfonyl)oxy] ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1073241-43-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 eyelolirxon I v 1 h vd roxymethyl] -5-methyl-4- [2- [ [ (4- 
methylphenyl)sulfonyl]oxy] ethyl]-, (1R,4R,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1073241-49-2 CAPLUS 

CN I Naphthalrnrsul ionic acid, 5 (d imct liv I ami no) , 

2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-3, 1~ 
dioxo-6-oxa-2-azabicyclo 3.2.0 hept- t-yl] ethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 823229-26-1 863126-95-8 872360-24-2 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl- (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen 1 -vlhvdroxvme thvl o-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 872360-18-4 943542-56-1 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 943542-56-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) " (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 1073241-44-7P 1073241-45-8P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(leaving groups prolong duration of 20S proteasome inhibition and 
enhance potency of prepared salinosporamides) 
RN 1073241-44-7 CAPLUS 

CN 6-0xa-2-azabicyclo _3. 2. 0_ heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- [ [ (4- 
methylphenyl)sulfonyl]oxy] ethyl]-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1073241-45-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(lS)-2-cyclohexen-l-ylcarbonvl o-methv] 4 2 (1 
methylphenyl)sulfonyl]oxy] ethyl]- (1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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MARPAT 149:471258 




ABSTRACT : 

Salinosporamide A I (R = CI) and its analogs were prepared for therapeutic use as 
anticancer proteasome inhibitors. These salinosporamide analogs may be used in 
combination with one or more histone deacetvlase inhibitors, such as 
(pyridin-3-yl) methyl 4- (2-aminophenylcarbamoyl) benzylcarbamate (MS 275), 
apicidin, (-) -depudecin, sodium butyrate, scriptaid, sirtinol, trichostatin A, 
valproic acid, tubacin, vorinostat and panobinostat. Salinosporamide A was 
prepared via a fermentation process using strain CNB476 or strain NPS21184. 
Salinosporamide A and related bicyclic 3 lactones recovered from the 
fermentation process were subsequently converted to other 3~ lac tone derivs. , 
such as I (R = H, Br, iodo, Me) and II. The prepared 3-lactones were tested 
extensively for anticancer anticancer activity including their effect on 20S 
proteasome. Pharmaceutical compns. containing the prepared salinosporamide analogs 
were discussed. 

IT 1044999-00-9P 1057246-19-1P 1057246-2Q-4P 
1057246-22-6P 1057246-23-7P 1057246-24-8P 
1057246-25-9P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PRPH 
(Prophetic) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 



10/561, 711 03 04 2011 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for therapeutic use as proteasome inhibitors in 
combination with histone deacetylase inhibitors in treatment of cancer) 
RN 1044999-00-9 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0 heptane-3, 7-dione, 

4 (2-chloroetlivl) 1 " (S) -hvdroxvphenylmethyl]-5-methyl-, (1R,4R,5S)- (CA 
INDEX NAME) 

Abso lulc st eroochemistry. 



RN 1057246-19-1 CAPLUS 

CN 6 Oxa 2 a/,al) icvc I o 3.2.0 heptane 3, I dioin\ 

l-benzoyl-4-(2-chloroethyl)-5-methyl-, (IS, 4R, 5S) - (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-20-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) -hydroxypheny lmethy 1] -5-methy 1-, (1R, 4R, 5S) - 
INDEX NAME) 

Absolute stereochemistry. 



RN 1057246-22-6 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-4-propanenitrile, 

I | (S) (IS) 2 eyelohexen 1 v I hvd roxvmet hv I 5-melhv] 3, 7 d i oxo-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-23-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 
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1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-24-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y 1 livdroxvmiM liv I -1 ethenvl 5 methyl , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




tie 



RN 1057246-25-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




IT 823229-34-1P 87236Q-17-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 
(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for therapeutic use as proteasome inhibitors in 
combination with histone deacetvlase inhibitors in treatment of cancer) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-iodoethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03 04 2011 




RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl- > 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2P , Salinosporamide A 863126-95-8P 
872360 -15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
P-lactones for therapeutic use as proteasome inhibitors in 
combination with hi stone deacetylase inhibitors in treatment of cancer) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



10/561, 711 



03 04 2011 



Page 155 




OH 



H 



0 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 823229-54-5P 823229-56-7P 87236Q-18-4P 
872360-22-0P 872360-23-1P 87236Q -24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation) I THU (Therapeutic use) I BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
P-lactones for therapeutic use as proteasome inhibitors in 
combination with hi stone deacetylase inhibitors in treatment of cancer) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen- I y 1 hvdroxvmet hy L ! -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 





RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1] -5-methyl-4- [2- (1- 
oxopropoxy)ethyi;-, (1R, 1R, 5S) (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CH2C] 



RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4-yl] ethyl ester (CA 
INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03 04 2011 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I livdroxvmet liv I 5 metliv] 4 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-11-7P 87236Q-12-8P 
872360-13-9P 872360-14-0P 87236Q -16-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity) I THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
P-lactones for therapeutic use as proteasome inhibitors in 
combination with histone deacetylase inhibitors in treatment of cancer) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc lohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0J heptane-3, 7-dione, 

4- (2-chJ oroei hvl)- 1~"(S)~ (IS) -2-cyc lohexen-l-ylhydroxyme thy l]-5-me thy 1-, 
(1R.4S.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 



Q 



OH 



H 




CH2C] 



RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-[(S)- (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4S, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 






CH2-CH2C1 



RN 



872360-16-2 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohe X en-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 872360-17-3P 1067236-86-5P 1070997-86-2P 

RL: PRPH (Prophetic); RCT (Reactant) ; SPN (Synthetic preparation); PREP 
(Preparation) ; RACT (Reactant or reagent) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for therapeutic use as proteasome inhibitors in 
combination with histone deacetylase inhibitors in treatment of cancer) 
RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




V\\'ZV\ 



RN 1067236-86-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




• I- 



RN 1070997-86-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

The present invention relates to novel Death Domain Containing Receptor-5 (DR5) 
proteins which are members of the tumor necrosis factor (TNF) receptor family, 
and have now been shown to bind TRAIL. In particular, antibodies with bind DR5 
and ad as agonists may be used to induce apoptosis in DR5-expressing cells. 
The DR5 agonist antibodies are used in combination with another agent, e.g., an 
alkylating agent, a PPARy antagonist, a proteasome inhibitor, etc. , to 
treat cancer. Addnl. , they may be used in treating hepatitis C virus 
infections. Thus, human DR5 cDNA was cloned, sequenced, and expressed in E. 
coli, CH0 and COS cells and the extracellular domain was produced in a 
bacu I ov i rus expression system. This extracellular domain bound to TRAIL and 
blocked TRAIL-induced apoptosis of \1CF7 ceils. Over-expression of DR5 in MCF7 
breast carcinoma cells and in HeLa epitheloid carcinoma cells induced apoptosis 
in these cells. 

IT 437742-34-2 , NPI-0052 

RL: THU (Therapeutic use); BIOL (Biological study); USES (Uses) 

(combination chemotherapy with; DRo-binding agonist antibodies for 
induction of apoptosis in DR5 expressing cells and for treatment of 
cancer and hepatitis C virus infections) 



10/561, 711 



03 04 2011 
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RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicycl O ;3. 2. OJieptane-3, 7-dione, 

4- (2-chloroethvl) - 1 - (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute sti'rooHiomi.si ry. Rotation (-) . 
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OTHER SOURCE (S): MARPAT 149:440403 

ABSTRACT : 

Autophagy is a cellular process by which cells canabalize non-essential 
cellular elements such as organelles to generate metabolites, or in some cases, 
to cause cell death. The invention provides modulators of autophagy, which 
have been identified using a high- throughput phenotypic screen of over 3500 
compds. These modulators are useful in treating diseases ranging from 
proliferative diseases to neurodegenerative diseases to infectious diseases to 
protein misfolding states. Furthermore, the invention provides the treatment 
of proliferative disease such as cancer with a combination of autophagy 
inhibitors and protein kinase inhibitors. 
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DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 
ABSTRACT : 

A review. Proteasome inhibitors (Pis), such as bortezomib, carfilzomib or 
NPI-0052, have excellent clin. activity in patients with multiple myeloma and 
mantle cell lymphoma, and they are currently being evaluated in combination 
with other agents in patients with solid tumors. Although they exert broad 
effects on cancer cells, their ability to (1) stabilize pro-apoptotic members 
of the BCL-2 family, (2) inhibit the two major pathways leading to NFkB 
activation, and (3) cause the build-up of misfolded proteins appear to be 
particularly important. In addition, Pis may disrupt tumor-stromal interactions 
that drive \|*k|5 ad i\al ion and autogenesis and in such a way sensitize 
cancel' cells to other agents. Still, drug resistance ultimately emerges in all 
tumors that initially respond to Pis. This review provides an overview of the 
current thinking about how Pis may kill cancer cells exemplified for pancreatic 
cancer and the possible mechanisms involved in resistance to Pis. 
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(bortezomib, carfilzomib or NPI-0052 may disrupt tumor-stromal 
interactions that drive NFkB activation, angiogenesis and its 
initial response to tumor may lead to drug resistance in patient with 
multiple myeloma and mantle cell lymphoma) 
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ABSTRACT: 

The present invention relates to death domain-containing receptor 4 (DR4) proteins 
which are members of the tumor necrosis factor receptor family. A method for 
inducing apoptosis and treating cancer of a DR-l expressing cell comprising 
contacting the cell with an agonist antibody which binds to the extracellular 
domain of DR4 is disclosed. Thus, expts. are described which indicate that DR4 
is an apoptosis-indueing receptor which binds TRAIL. 
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TITLE: Progress in drug therapy for multiple myeloma 
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Rep. China 

SOURCE: Chinese Journal of Clinical Oncology (2008), 5(4), 

C0DEN: CJC0B4; ISSN: 1672-7118 
PUBLISHER: Tianjin Cancer Institute and Hospital 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 
ABSTRACT : 

A review. Multiple myeloma remains incurable with conventional treatments. 
However, new active drugs, including the immunomodulatory agents, thalidomide 
and lenalidomide, and the proteasome inhibitors bortezomib and NPI-0052, and 
other targeted therapies, have shown promising and myeloma activity. These 
agents represent a new generation of treatments for multiple myeloma that 
affect both specific intracellular signaling pathways and the tumor 
microenvironment. This review therefore focuses on the extensive clin. data 
available from studies of these drugs in the treatment of newly diagnosed, 
refractory and relapsed multiple myeloma. 
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ABSTRACT : 

The total synthesis of salinosporamide A (I) has been achieved through enzymic 
desymmetrization, diastereoselective aldol reaction, intramol. aldol reaction, 
and intermol. Reformatsky-type reaction followed by 1, 4~reduction as key reactions. 
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5- methyl-, (1R,4R,5S)- (CA INDEX NAME) 
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ABSTRACT : 

The In(OTf) 3-catalyzed cyclization of nitrogen- and oxygen-tethered acetylenic 
malonic esters gives five- to s even-member ed heterocycles in moderate to 
excellent yields. The asym. synthesis of (-)-salinosporamide A (I) illustrates 
the synthetic utility of the method. 
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DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

PURPOSE: In the current study, we investigate the activation of antiapoptotic 
signaling pathways in response to proteasome inhibitor treatment in pancreatic 
cancer and evaluate the use of concomitant inhibition of these pathways to 
augment proteasome inhibitor treatment responses. Exptl. Design: Pancreatic 
cancer cell lines and mouse ['lank xenografts were treated with proteasome 
inhibitor alone or in combination with chemotherapeutic compds. (gemcitabine, 
erlotinib, and bevacizumab) , induction of apoptosis and effects on tumor growth 
were assessed. The effect of bortezomib (a first-generation proteasome 
inhibitor) and NPI-0052 (a second-generation proteasome inhibitor) treatment on 
key pancreatic mitogenic and antiapoptotic pathways [epidermal growth factor 
receptor, extracellular signal-regulated kinase, and phosphoinositide-3-kinase 
(PI3K)/AKT] was determined and the ability of inhibitors of these pathways to 
enhance the effects of proteasome inhibition was assessed in vitro and in vivo. 
RESULTS: Our data showed that proteasome inhibitor treatment activates 
antiapoptotic and mitogenic signaling pathways (epidermal growth factor 
receptor, extracellular signal-regulated kinase, c-Jun-NH2-kinase, and 
PI3K/AKT) in pancreatic cancer. Addnl. , we found that activation of these 
pathways impairs tumor response to proteasome inhibitor treatment and 
inhibition of the c-Jun~NH2-kinase and PI3K/AKT pathways increases the 
antitumor effects of proteasome inhibitor treatment. CONCLUSION: These 
preclin. studies suggest that targeting proteasome inhibitor-induced 
antiapoptotic signaling pathways in combination with proteasome inhibition may 
augment treatment response in highly resistant solid organ malignancies. 
Further evaluation of these novel treatment combinations in clin. trials is 
warranted. 
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and their pharmaceutically acceptable salts that have been demonstrated to be 
selective modulators, particularly agonists, of the ghrelin receptor (growth 
hormone secretagogue receptor, GHS-Rla and subtypes, isoforms and variants) and 
are useful alone or in combination with other therapeutics as medicaments for 
the treatment and prevention of metabolic and/or endocrine disorders, 
gastrointestinal disorders, cardiovascular disorders, obesity, etc. Thus, 
cyclic peptide II was prepared by a multiple-step sequence involving peptide 
coupling and cyclization and evaluated for biol. activity, e.g., it caused a 
significant increase (41%) in gastric emptying in rats at a dose of 10 mg/kg 
after oral administration. 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

Lyophilized formulations comprising Salinosporamide A or analogs thereof are 
provided. In some aspects, lyophilized formulations comprising Salinosporamide 
A or analogs thereof and bulking agents are provided. Also provided are 
methods of lyophilizing Salinosporamide A or analogs thereof. In some aspects, 
a solvent or co-solvent system is utilized. Also provided are methods of 
administering Salinosporamide A or analogs thereof to patients. 

IT 437742-34-2 , Salinosporamide a 

RL: PEP (Physical, engineering or chemical process); THU (Therapeutic 
use) ; BIOL (Biological study) ; PROC (Process) ; USES (Uses) 
(lyophilized formulations of salinosporamide a) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT : 

The invention provides a combination therapy for treating cancer and other 
neoplasms including romidepsin and a proteasome inhibitor. When administered 
together, romidepsin and a proteasome inhibitor (e.g., bortezomib) interact 
synergistically to selectively kill malignant cells at low (nanomolar) concns. 



The effect is particularly pronounced in malignant hematol. 
leukemia, lymphoma, multiple myeloma). The combinati 



(e. g. , 

been found 



usolul in treating bortrxomib resistant ca 
The invention provides methods of killing 
Pharmaceutical compns. , prepns. , and kits 



inhibitor are also provided, 
admin i stered. 



cers and st< 



In addition, other compds. such as steroids can t 



437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 

(Biological study) ; USES (Uses) 

(combination therapy of cancer with romidepsin and a proteasome 
inhibitor and combination with other agents such as steroids) 

437742-34-2 CAPLUS 

6-0xa-2-azabicyclo _3. 2. 0_heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cvclohexen-l-vlhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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PUBLISHER: 
D0C1 WENT TYPE: 
LANGUAGE: 
ABSTRACT: 

A review on discovery and relevance of the ubiquitin system, the 26S 
proteasome, regulation of cellular functions by the 26S proteasome system, and 
the therapeutic use of proteasome inhibitors. 

IT 437742-34-2 . NPI-0052 

RL: THU (Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 
(ubiquitin prot easome system and its therapeutic uses) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azabieye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotati* 



("). 
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OH H 



ABSTRACT: 

A 14-step total synthesis of (±) -salinosporamideA (I), a potent inhibitor 

of the 20S proteasome isolated from the marine bacterium Salinospora tropica, 

is described. The synthesis is based on a diastereoselective intramol. 

aldolization of a substituted 0-keto amide intermediate derived from a 

P-keto acid and an a-amino malonate, leading to the pyrrol idinone 

ring II in the natural product. This synthetic approach closely mimics the 

origin of the pyrrolidinone ring in salinosporamide A in vivo. Another key 

feature of the total synthesis is a regioselective reduction of a malonate derivative 

to the key aldehyde intermediate, using Super-hydride. 

IT 909569-43-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(stereoselective synthesis of (±)-salinosporamideA based on a 
biosynthesis model) 
RN 909569-43-3 CAPLUS 

ON 6 Oxa 2 azab i eye I o | 3. 2. 0 hoplanr 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(IS, 4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 
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ABSTRACT: 

Application of a sequential nickel-catalyzed reductive aldol 
cyclization-lactonization reaction to prepare the compound I in a short formal 
synthesis of salinosporamide A, a potent 20S proteasome inhibitor and 
anti-cancer compound, is described. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(asym. formal synthesis of salinosporamide A using a nickel-catalyzed 
reductive aldol cyclization-lactonization as a key step) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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OTHER SOURCE (S): CASREACT 149:102818; MARPAT 149:102818 

ABSTRACT: 

Growth medium are disclosed for use in fermenting a marine microorganism. The 
medium comprise potassium, calcium, strontium, borate and fluoride at specific 
concns. Alternatively, the growth medium comprises cobalt at specified concns. 
or comprises vitamin B12 at specified concns. Methods of producing certain 
desired compound by fermentation of a marine microorganism are also disclosed. 

IT 863126-95-8P , Salinosporamide B 

RL: BMF (Bioindustrial manufacture); BYP (Byproduct); PRP (Properties); 
PUR (Purification or recovery) ; BIOL (Biological study) ; PREP 
(Preparation) 

(salt formulations for fermentative production of salinopsporamides by 
Salinispora tropica) 
RN 863126-95-8 CAPLUS 

CN 6 Oxa 2 a/abieye I o| 3. 2. 0 | heptane 3,7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




IT 437742-34-2P . Salinosporamide A 823229-26-1P 
872360-12-8P 87236Q-13-9P 87236Q-15-1P 
872360-16-2P 932739-Q3-2P 

RL: BMF (Bioindustrial manufacture); PRP (Properties); PUR (Purification 
or recovery) ; BIOL (Biological study) ; PREP (Preparation) 

(salt formulations for fermentative production of salinopsporamides by 
Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 

4- (2-c hi oroethv L ) - 1- (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-ethyl- 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-13-9 CAPLUS 

CN 6 Oxa 2 a/ab i eve I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4S, 5S) 
(CA INDEX NAME) 



Absolute stereochemistry. 
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872360-15-1 CAPLUS 



CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-16-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y lhydroxymethy 1] -4-ethy 1-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 932739-03-2 CAPLUS 

CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (1R) -2-cyclohexen-l-y lmethyl] -5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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IT 872360-1 1-7P , NPI 2065 

RL: BYP (Byproduct); PREP (Preparation) 

(salt formulations for fermentative production of salinopsporamides by 
Salinispora tropica) 
RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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DOCUMENT TYPE: Journal; (online computer file) 

LANGUAGE: English 
ABSTRACT: 

Malaria continues to bo a devastating parasitic disease that causes the death 
of 2 million individuals annually. The increase in multi-drug resistance 
together with the absence of an efficient vaccine hastens the need for speedy 
and comprehensive antimalarial drug discovery and development. Throughout 
history, traditional herbal remedies or natural products were a reliable source 
of antimalarial agents, e. g. quinine and artemisinin. Today, one emerging 
source of small mol. drug leads is the world's oceans. Included among the 
source of marine natural products are marine microorganisms such as the 
recently described actinomycete. Members of the genus Salinispora have yielded 
a wealth of new secondary metabolites including salinosporamide A, a mol. 
currently advancing through clin. trials as an anticancer agent. Because of 
the biol. activity of metabolites being isolated from marine microorganisms, 
our group became interested in exploring the potential efficacy of these 
compds. against the malaria parasite. We screened 80 bacterial crude exts. for 
their activity against malaria growth. We established that the pure compound, 
salinosporamide A, produced by the marine actinomycete, Salinispora tropica, 
shows strong inhibitory activity against the erythrocytic stages of the 
parasite cycle. Biochem. expts. support the likely inhibition of the parasite 
20S proteasome. Crystal structure modeling of salinosporamide A and the 
parasite catalytic 20S subunit further confirm this hypothesis. Ultimately we 
showed that salinosporamide A protected mice against deadly malaria infection 
when administered at an extremely low dosage. These findings underline the 
potential of secondary metabolites, derived from marine microorganisms, to 
inhibit Plasmodium growth. More specifically, we highlight the effect of 
proteasome inhibitors such as salinosporamide A on in vitro and in vivo 
parasite development. Salinosporamide A (NPI-0052) now being advanced to phase 
I trials for the treatment of refractory multiple myeloma will need to be 
further explored to evaluate the safety profile for its use against malaria. 

IT 437742-34-2P , Salinosporamide A 

RL: PAC (Pharmacological, activity); PRP (Properties); PUR (Purification or 
recovery); Till (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; USES (Uses) 

(antimalarial salinosporamide A from Salinispora tropica, structure and 
inhibition of 20S proteasome of parasite) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 a/.abicyclo 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absoluti- stereochemistry. Rotation ( ). 
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ABSTRACT : 

The invention relates to compns. and methods for treating neoplasms, including 
refractory or relapsed neoplasms, using VEGF antagonists. Furthermore, the 
invention provides therapy regimens for treating those diseases. 
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ABSTRACT: 

The invention relates to a method for predicting a response to a proteasome 
inhibitor in the prophylaxis or treatment of a cancer in an individual. The 
method comprises providing a sample of cancer cells from the individual, and 
evaluating the level of at least one mol. in the cancer cells associated with 
unfolded protein response of the cancer cells, to provide test data indicative 
of the level of nativity of the unfolded protein response. The test data is 
used to predict the response of the cancer cells to the proteasome inhibitor. 
The evaluation of the level of the mol. can be employed to determine the treatment 
for the cancer. 
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amino acid L-3-cyc 
Salinispora trop:" 
unnatural derivs. 
antiprotealide. 

IT 932739-03-2P , Salinosporamide J 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) 
BYP (Byproduct) ; PRP (Properties) ; PUR (Purification or recovery) ; BIOL 
(Biological study) ; PREP (Preparation) 

(engineered biosynthesis of antiprotealide and other unnatural 

RN 932739-03-2° r CAPLUS Pr ° eaS ° me 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (1R) -2-cyclohexen-l-y lmethy 1] -5-methy 1-, (1R, 4R, 5S) - 

(CA INDEX NAME) 

Absolute stereochemistry. 




437742-34-2P , Salinosporamide A 

RL: BSU (Biological study, unclassified); BYP (Byproduct); BIOL 
(Biological study) ; PREP (Preparation) 

(engineered biosynthesis of antiprotealide and other unnatural 

sal inosporamido proteasome inhibitors) 
137712-34-2 CAPLUS 

6 Oxa 2 azabicvclo 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-y lhydroxymethyl] -5-methy 1- 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absoluli 1 st rrrochem i st ry. Rotation (-) . 



10/561, 711 



03/04/2011 




OS. CITING REF COUNT: 23 THERE ARE 23 CAPLUS RECORDS THAT CITE THIS 
RECORD (24 CITINGS) 

REFERENCE COUNT: 19 THERE ARE 19 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



10/561,711 



03 04 2011 



L6 ANSWER 97 OF 109 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

AUTHOR (S) : 
CORPORATE SOURCE: 



CAPLUS COPYRIGHT 2011 ACS on STN 
2008:643951 CAPLUS 
149:169872 

Mutasynthesis of f luorosalinosporamide, a potent and 
reversible inhibitor of the proteasome 
Eustaquio, Alessandra S. ; Moore, Bradley S. 
Scripps Institution of Oceanography and Skaggs School 
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47(21), 3936-3938 
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PUBLISHER: Wiley-VCH Verlag GmbH & Co. KGaA 

DOCUMENT TYPE: Journal 
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ABSTRACT: 

Fluorine substituents give drugs with beneficial properties. By using a 
rational combination of genetic engineering and precursor-directed 
biosynthesis, I' I uorosa 1 i nosporam i de was generated in a fermentation-based approach. 
A comparison of the biol. activity of three proteasome inhibitors is presented. 
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TITLE: Dual targeting of the proteasome regulates survival 

and homing in Waldenstrom macroglobulinemia 

AUTHOR(S): Roccaro, Aldo M. ; Leleu, Xavier; Sacco, Antonio; Jia, 

Xiaoving; Melhem, Mollv; Moreau, Anne-Sophie; Ngo, Hai 
T. ; Runnels, Judith; Azab, Abdelkareem; Azab, Feda! 
Burwick, Nicholas! Farag, Mena! Treon, Steven P. ; 
Palladino, Michael A.; Hideshima, Teru; Chauhan, 
Dharminder; Anderson, Kenneth C. ; Ghobrial, Irene M. 

CORPORATE SOURCE: Medical Oncology, Dana-Farber Cancer Institute, 

Harvard Medical School, Boston, MA, USA 

SOURCE: Blood (2008), 111(9), 4752-4763 

C0DEN: BL00AW; ISSN: 0006-4971 

PUBLISHER: American Society of Hematology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT: 

Waldenstrom macroglobulinemia (WM) is an incurable low-grade B-cell lymphoma 
characterized by high protein turnover. The authors dissected the biol. role 
of the proteasome in WM using 2 proteasome inhibitors, NPI-0052 and bortezomib. 
The authors found that NPI-0052 inhibited proliferation and induced apoptosis 
in WM cells, and that the combination of NPI-0052 and bortezomib induced 
synergistic cytotoxicity in WM cells, leading to inhibition of nuclear 
translocation of p65NF-KB and synergistic induction of caspases-3, -8, 
and -9 and PARP cleavage. These 2 agents inhibited the canonical and 
non-canonical NF-kB pathways and acted synergistically through their 
differential effect on Akt activity and on chymotrypsin-like, caspase-like, and 
trypsin-like activities of the proteasome. The authors demonstrated that 
NPI-0052-induced cytotoxicity was completely abrogated in an Akt knockdown cell 
line, indicating that its major activity is mediated through the Akt pathway. 
Moreover, the authors demonstrated that NPI-0052 and bortezomib inhibited 
migration and adhesion in vitro and homing of WM cells in vivo, and overcame 
resistance induced by mesenchymal cells or by the addition of interleukin~6 in a 
coculture in vitro system. Theses studies enhance understanding of the biol. 
role of the proteasome pathway in WM, and provide the preclin. basis for clin. 
trials of combinations of proteasome inhibitors in WM. 
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TITLE: Inhibition of Yin Yang 1-Dependent Repressor Activity 

of DR5 Transcription and Expression by the Novel 
Proteasome Inhibitor NPI-0052 Contributes to its 
TRAIL-Enhanced Apoptosis in Cancer Cells 

AUTHOR(S): Baritaki, Stavroula! Suzuki, Eriko! Umezawa, Kazuo! 

Spandidos, Demetrios A. ; Berenson, James! Daniels, 
Tracy R. ; Penichet, Manuel L. ; Jazirehi, Ali R. ; 
Palladino, Michael; Bonavida, Benjamin 

CORPORATE SOURCE: Department of Microbiology, Immunology, and Molecular 

Genetics, University of California, Los Angeles, CA, 
90095, USA 

SOURCE: Journal of Immunology (2008), 180(9), 6199-6210 

C0DEN: J0IMA3; ISSN: 0022-1767 
PUBLISHER: American Association of Immunologists 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

TRAIL promotes apoptotic tumor cell death; however, TRAIL-resistant tumors need 
to be sensitized to reverse resistance. Proteasome inhibitors potentiate TRAIL 
apoptosis in vitro and in vivo and correlate with up-regulation of death 
receptor 5 (DR5) via an unknown mechanism. We hypothesized that the proteasome 
inhibitor NPI-0052 inhibits the transcription repressor Yin Yang 1 (YY1) which 
regulates TRAIL resistance and neg. regulates DR5 transcription. Treatment of 
PC-3 and Ramos cells with NPI-0052 (<2. 5 nM) and TRAIL sensitizes the 
tumor cells to TRAIL-induced apoptosis. By comparison to bortezomib, a 
400-fold less concentration of NPI-0052 was used. NPI-0052 up-regulated DR5 reporter 
activity and both surface and total DR5 protein expression. NPI-0052~induced 
inhibition of NF-kB activity was involved in TRAIL sensitization as 
corroborated by the use of the NF-kB inhibitor 

dehydroxymethylepoxyquinomicin. NPI-0052 inhibited YY1 promoter activity as 
well as both YY1 mRNA and protein expression. The direct role of 
NPI-0052-induced inhibition of YY1 and up-regulation of DR5 in the regulation 
of TRAIL sensitivity was demonstrated by the use of YY1 small interfering RNA. 
The NPI-0052-induced sensitization to TRAIL involved activation of the 
intrinsic apoptotic pathway and dysregulation of genes that regulate apoptosis. 
The NPI-0052 concns. used for TRAIL sensitization were not toxic to human 
hematopoietic stem cells. The present findings demonstrate, for the first 
time, the potential mechanism by which a proteasome inhibitor, like NPI-0052, 
inhibits the transcription repressor YY1 involved in TRAIL resistance and DR5 
regulation. The findings also suggest the therapeutic application of subtoxic 
NPI-0052 concns. in combination with TRAIL/agonist DR4/DR5 mAbs in the 
treatment of TRAIL-resistant tumors. 
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TITLE: Defined salt formulations for the growth of 

Salinispora tropica strain NPS21184 and the production 
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AUTHOR(S): Tsueng, Ginger; Teisan, Sy; Lam, Kin S. 

CORPORATE SOURCE: Nereus Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

SOURCE: Applied Microbiology and Biotechnology (2008), 78(5), 

827-832 

C0DEN: AMBIDG; ISSN: 0175-7598 
PUBLISHER: Springer 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

Salinosporamide A (NPI-0052) is currently produced by a marine actinomycete, 
Salinispora tropica, via a saline fermentation process using a non-defined, com. 
available synthetic sea salt, Instant Ocean. In order to control the 
consistency of the production of NPI-0052 and related analogs, two chemical defined 
salt formulations were developed to replace Instant Ocean. A chemical defined 
sodium-chloride-based salt formulation with similar sodium and chloride 
contents as in Instant Ocean was found to support higher production of NPI-0052 and 
a better metabolite production profile for downstream processing than Instant 
Ocean. A chemical defined sodium-sulfate-based salt formulation with low chloride 
concentration at 17 mM was found to support a similar NPI-0052 and metabolite producti 
profile as Instant Ocean. The sodium-sulfate-based formulation is a robust 
formulation for large-scale production process due to its reduced corrosiveness in 
fermentation as compared with the saline fermentation utilizing Instant Ocean or the 
sodium-chloride-based salt formulation. The production of NPI-0052 in both chemical 
defined salt formulations was successfully scaled~up to a 42~1 fermentor, 
indicating that these salt formulations can be used for large-scale manufacturing 
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CORPORATE SOURCE: Nereus Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

SOURCE: Applied Microbiology and Biotechnology (2008), 78(5), 

821-826 

C0DEN: AMBIDG; ISSN: 0175-7598 
PUBLISHER: Springer 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

In this paper, we described the development of a potassium-chloride-based-salt 
formulation containing Low sodium concns. (5.0 to 11 mM) to support the growth of 
Salinispora tropica strain NPS21 18-1 and its product i on of sal inosporamicle A 
(NPI-0052) . The sodium present in the media was essentially derived from the 
complex nitrogen sources Hy Soy, yeast extract, and peptone used in the media. We 
demonstrated that good growth rate and yield of S. tropica strain NPS21184 were 
detected in both agar and liquid media containing the potassium-chloride-based-salt 
formulation with sodium concentration as low as 5.0 mM, significantly less than the 
critical seawater-growth requirement concentration of 50 mM sodium for a marine 
microorganism. We also observed good production of NPI-0052 (176 to 243 mg/1) by S. 
tropica strain NPS21184 grown in production media containing the potassium 
eh lor i de-based-salt formulation. The production of deschloro analog, 
salinosporamide B (NPI-0047) , was significantly lower in the 
low-sodium-salt-formulation medium than in the high-sodium-salt-formulation 
media. We demonstrated that while S. tropica strain NPS21184 is a novel marine 
actinomycete that requires high salt content for growth, it does not require 
sodium-chloride-based seawater~type media for growth and production of NPI-0052. 
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Combination of proteasome inhibitors bortezomib and 
NPI-0052 trigger in vivo synergistic cytotoxicity in 
multiple myeloma 
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C0DEN: BL00AW; ISSN: 0006-4971 
American Society of Hematology 
Journal 



i novel proteasome inhibitor NPI-0052 
(MM) cells, and importantly, that : 



PUBLISHER: 
DOCUMENT TYPE: 

LANGUAGE: English 
ABSTRACT : 

Our recent study demonstrated that ; 
triggers apoptosis in multiple myeloi 

distinct from bortezomib (Velcade) in its chemical structure, effects on 
proteasome activities, and mechanisms of action. Here, we demonstrate that 
combining NPI-0052 and bortezomb induces synergistic anti-MM activity both in 
vitro using MM cell lines or patient CD138+ MM cells and in vivo in a human 
plasmacytoma xenograft mouse model. NPI-0052 plus bortezomib-induced 
synergistic apoptosis is associated with: (1) activation of caspase~8, caspase-9, 
caspase-3, and PARP; (2) induction of endoplasmic reticulum (ER) stress 
response and JNK; (3) inhibition of migration of MM cells and angiogenesis ; (4) 
suppression of chymotrypsin-like (CT-L), caspase-like (C~L) , and trypsin-like 
(T-L) proteolytic activities! and (5) blockade of NF-kB signaling. 
Studies in a xenograft model show that low dose combination of NPI-0052 and 
bortezomib is well tolerated and triggers synergistic inhibition of tumor 
growth and CT-L, C-L, and T-L proteasome activities in tumor cells. 
Immunostaining of MM tumors from NPI-0052 plus bortezomib-treated mice showed 
growth inhibition, apoptosis, and a decrease in associated angiogenesis. Taken 
together, our study provides the preclin. rationale for clin. protocols 
evaluating bortezomib together with NPI-0052 to improve patient outcome in MM. 

IT 437742-34-2 . NPI-0052 

RL: DMA (Drug median i sm of anion); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(combination of proteasome inhibitors bortezomib and NPI-0052 trigger 
in vivo synergistic cytotoxicity in multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 0 Oxa 2 azabicyelo|3.2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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Biosynthesis of salinosporamide A and analogs and 
methods thereof 

Moore, Bradley S. ; Beer, Laura! Eustaquio, Alessandra 
S. 

The University of California, USA 
PCT Int. Appl. , 71 pp. 
C0DEN: PIXXD2 

Patent 
English 
2 
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ASSIGNMENT HISTORY FOR IS PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
ABSTRACT: 

The present invention relates to a salinosporamide A composition and methods of 
making salinosporamide A and analogs thereof. The present invention also 
relates to methods of identifying 20S proteasome inhibiting agents. 

IT 437742-34-2P 863126-95-8P , Salinosporamide B 

RL: BMF (Bioindustrial manufacture) ; BPN (Biosynthetic preparation) ; BIOL 

(Biological study) ; PREP (Preparation) 

(biosynthesis of salinosporamide A and analogs and methods therefor) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo~3. 2. 0" heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) . 
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Discovery and characterization of a marine bacterial 
SAM-dependent chlorinase 

Eustaquio, Alessandra S. ; Pojer, Florence! Noel, 
Joseph P. ; Moore, Bradley S. 
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1-74 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
ABSTRACT : 

Halogen atom incorporation into a scaffold of bic 
biol. activity, as is the case for the anticancei 

chlorinated natural product from the marine bacterium Salinispora tropica. 
Significant effort in understanding enzymie chlorination shows that oxidative 
routes predominate to form reactive electrophilic or radical chlorine species. 
Here we report the genetic, biochem. and structural characterization of the 



ictive compds. often amplifie 
agent ; 



' SalL, which halogenates S~adei 



generate 5' -chloro-5' -dec 
nucleophilic substitutior 
fluorinase. Further metabolii 
synthase substrate specific for salim 



syl-L-methi 



ith chlo: 
•ely < 



to 



and 1. methionine in a rarely observed 
Lalogous to that of Streptomyces cattleya 
•ing produces a halogenated polyketide 
losporamide A biosynthesis. SalL also 
accepts bromide and iodide as substrates, but not fluoride. High-resolution 
crystal structures of SalL and active site mutants complexed with substrates 
and products support the SN2 nucleophilic substitution mechanism and further 
illuminate halide specificity in this newly discovered halogenase family. 



IT 



ide A 863126-95-i 



437742-34-2 , Salinosporai 
Salinosporamide B 
RL: BSU (Biological study, unclassified); PRP (Properties); BIOL 
(Biological study) 

(discovery and characterization of a marine bacterial SAM-dependent 
chlorinase) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absoluti 1 stereochemistry. Rotation (-) . 
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TITLE: From the bench to the bedside: emerging new treatments 

in multiple myeloma 
AUTHOR(S): Mitsiades, Constantine S. ; Hayden, Patrick J. ; 

Anderson, Kenneth C. ; Richardson, Paul G. 
CORPORATE SOURCE: Department of Medical Oncology, Dana Farber Cancer 

Institute, Harvard Medical School, Boston, MA, 02115, 

USA 

SOURCE: Best Practice & Research, Clinical Haematology (2007), 

20(4), 797-816 

C0DEN: BPRCA5 
PUBLISHER: Elsevier Ltd. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 
ABSTRACT: 

A review. Within the last decade, several novel classes of anti-myeloma 
therapeutics have become available. The clin. successes achieved by 
thalidomide, lenalidomide, and the proteasome inhibitor bortezomib, and in 
particular the ability of these agents to lead to major clin. responses in 
patients resistant to conventional or high-dose chemotherapy, have highlighted 
the importance of expanding further the spectrum of classes of agents utilized 
for the treatment of myeloma. Herein, we review the current status for the 
development of novel anti-myeloma agents, with emphasis on classes of 
therapeutics which have already translated into clin. trials or those in 
advanced stages of preclin. development. These include second-generation 
proteasome inhibitors (NPI-0052 and PR-171), heat shock protein 90 (hsp90) 
inhibitors, 2-methoxyestradiol, histone deacetylase (HDAC) inhibitors (e.g. 
SAHA and LBH589) , fibroblast growth factor receptor 3 (FGF-R3) inhibitors, 
insulin-like growth factor 1 receptor (IGF-1R) inhibitors, mTOR inhibitors, 
monoclonal antibodies, and agents specifically targeting the tumor 
microenvironment, such as defibrotide. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(proteasome inhibitors like NPI-0052 and PR-171 could be used for 
treating patient with multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




OS. CITING REF COUNT: 25 THERE ARE 25 CAPLUS RECORDS THAT CITE THIS 
RECORD (25 CITINGS) 

REFERENCE COUNT: 121 THERE ARE 121 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



L6 ANSWER 108 OF 169 CAPLUS COPYRIGHT 2011 ACS < 



ST\ 



^CESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2007:1302848 CAPLUS 
147:522016 

Preparation of salinosporamide A and analogous [3. 2. 0] 

bicyclic 0-lactones for therapeutic use in the 

treatment of lung cancer 

Palladino, Michael A. 

Nereus Pharmaceuticals, Inc. , USA 

PCT Int. Appl. , 248pp. 

C0DEN: PIXXD2 

Patent 

English 
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PATENT NO. 
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IS, IT, LT, 
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GH, GM, KE, 
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PRIORITY APPLN. INFO. : 

OTHER SOURCE (S) : 

GRAPHIC IMAGE: 



Al 20071115 WO 2007-US 10540 
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GM, GT, HN, HR, HU, ID, IL, IN, IS, JP, 
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US 2006-797553P 

CASREACT 147:522016; MARPAT 147:522016 



20070502 

BY, BZ, CA, 

ES, FI, GB, 

KE, KG, KM, 

MD, MG, MK, 

PL, PT, RO, 

TN, TR, TT, 

GR, HU, IE, 

SK, TR, BF, 

TD, TG, BW, 

ZW, AM, AZ, 

P 20060503 




ABSTRACT: 

Salinosporamide A I (R CI) and its analogs were prepared for therapeutic use in 
the treatment of cancer, particularly lung cancer, inflammatory conditions, 
and/or infectious disease. These salinosporamide analogs may be used in 
combination with other therapeutic agents, such as docetaxel, alimta, 
erlotinib, gefitinib, bevacizumab, an epidermal grown factor receptor (EGRF) 
inhibitor, gemcitabine, carboplatin, a histone deacetylase inhibitor, 
5-fluorouracil, cisplatin, adriamycin, a topoisomerase I poison (SN-38) , or a 
topoisomerase II poison. I (R = CI) was prepared via a fermentation process using 
strain CNB476 or strain NPS21184. I (R = CI) and related bicyclic 
0-lactones recovered from the fermentation process were subsequently converted 
to other 3-lactone derivs. , such as I (R = H, Br, iodo, Me) and II. The 
prepared 3-lactones were tested extensively for anticancer and 
anti-inflammatory activity and for inhibition of Anthrax lethal toxin. 
Pharmaceutical compns. containing the prepared salinosporamide analogs were 
discussed. 

IT 1044999-00-9 1057246-19-1 1057246-20-4 
1057246-22-6 1057246-23-7 1057246-24-8 
1057246-25-9 1057385-27-9 

RL: PRPH (Prophetic) 

(Preparation of salinosporamide A and analogous [3.2.0] bicyclic 
3-lactones for therapeutic use in the treatment of lung cancer) 
RN 1044999-00-9 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-19-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-benzoy 1-4- (2-chloroethyl) -5-methyl-, (1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-20-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -l-[(R)-hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-22-6 CAPLUS 

CN H Oxa 2 azab i eve I o 3. 2. 0 hepiane 1 propanen i t r i I e, 

I I (S) (IS) 2 eye I olioxon 1 v 1 hvd roxvmrM hv 1 5 methvj 3,7 dioxo-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- 
[(methylsulfonyl)oxy] ethyl]-, (1R,4R,5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 1057246-24-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y] livdroxvmiM liv I -1 ethenvl o methv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-25-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




RN 1057385-27-9 CAPLUS 

CN 6 Oxa 2 azab i eye I o 3.2.0 heptane 3,7 dionc, 

4- (2-chloroethyl) -5-methyl-l- [3- [ (trimethylsilyl) oxy] benzoyl] -, 
(1S.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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IT 823229-34-1P 87236Q-17-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) I SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 

(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for therapeutic use in the treatment of lung cancer) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicvoio 3. 2. 0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-y lcarbonyl] -5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2P . Salinosporamide A 863126-95-8P 
872360-15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for therapeutic use in the treatment of lung cancer) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azab i eye 1 o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl- (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-54-5P 823229-56-7P 87236Q-18-4P 
872360-22-0P 87236Q-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation) ; PAC (Pharmacological activity) I SPN 
(Synthetic preparation); THU (Therapeutic use); BIOL (Biological study); 
PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
P lactones for therapeutic use in the treatment of lung cancer) 
RN 823229-54-5 CAPLUS 

("\ (i Oxii - azab i eve I o 3. 2. 0 heptane 3, 7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6 Oxa 2 azab i eye I o 3.2.0 heptane 3,7 clione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0] hept-4-yl] ethyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-11-7P 87236Q-12-8P 
872360-13-9P 87236Q-14-QP 87236Q-16-2P 

RL: liPN (Biosyni hei ic prepa ra t i on) ; PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
P Lactones for therapeutic use in the treatment of lung cancer) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen-l-vlhvdroxvmethvl" -4, 5-dimethvl- (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl- 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 (Hone, 

l-[(S)-(lS)-2-cyclohexen 1 v I hvdroxvmet hv] I, 5 climot hv J , (1R.4S.5S)- 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




RN 872360-16-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ABSTRACT : 

Methods of saline fermentation are provided. A fermenter vessel is charged with a 
fermentation medium having < . apprx. 300 ppm CI- ions, which is then sterilized. A 
sterile salt solution is added to the CI- medium to produce a saline fermentation 
medium. The saline fermentation medium is then inoculated with a microorganism and 
the saline fermentation medium is cultured under conditions suitable for the growth 
of the microorganism. Finally, the medium can be harvested. 

IT 437742-34-2P , NPI-0052 
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(Preparation) 

(fermentation in saline media) 
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(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotatii 



(") 




L6 ANSWER 110 OF 169 CAPLUS COPYRIGHT 2011 ACS < 



ST\ 



^CESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2007:1176380 CAPLUS 
147:448578 

Total synthesis of salinosporamide A and its analogs 
with a variety of therapeutic uses in the treatment of 
cancer and other diseases 



Ling, Taota 
Barbara Christine! 
Katherine 

Nereus Pharmaceuti 
PCT Int. Appl. , 30 
C0DEN: PIXXD2 

Patent 
English 



Venkata Rami Reddy! Potts, 
Manam, Rama Rao! Mcarthur, 



PATENT NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


wu 


2007117591 




A 9 




20071018 




WO 2007-US8562 




20070406 




2007117591 




\ ' 




20080508 












wn 


2007117591 




V 




20081002 














W: AE, 


AG, 


AL, 


\\l 


AT 


AU, 


AZ, 


BA, 


BB, 


BG, BH, BR, 


BW, 


BY, BZ, CA, 




CH, 


CN, 


CO, 


cr[ 


CI 


CZ, 


l)E, 


DK, 


DM, 


DZ, EC, EE, 


EG, 


ES, FI, GB, 




GD, 


GE, 


GH, 


CM, 


GT 


UN, 


HR, 


HU, 


ID, 


IL, IN, IS, 


.JP, 


KE, KG, KM, 




KN, 


KP, 


KR, 


KZ, 


LA 


LC, 


I.K, 


I.R, 


LS, 


LT, LU, LY, 


MA, 


MD, MG, MK, 




MN, 


MW, 


MX, 


MY, 


MZ 


NA, 


NG, 


\ 1 , 


NO, 


NZ, OM, PG, 


BH, 


PL, PT, RO, 




RS, 


RU, 


sc, 


SD, 


SE 


SG, 


SK, 


SL, 


SM, 


SV, SY, TJ, 


TM, 


TN, TR, TT, 




TZ, 


UA, 


UG, 


US, 


UZ 


VC, 


VN, 


ZA, 


ZM, 


ZW 








RW: AT, 


BE, 


I5G, 


CH, 


CY 


CZ, 


DE, 


UK, 


KB, 


ES, FI, FR, 


GB, 


GR, HU, IE, 




IS, 


IT, 


LT, 


LU, 


LV 


MC, 


MT, 


XL, 


PL, 


PT, RO, SE, 


SI, 


SK, TR, BF, 




15.1, 


CF, 


CG, 


CI, 


CM 


GA, 


GN, 


GQ, 


GW, 


ML, MR, NE, 


SN, 


TD, TG, BW, 




Gil, 


CM, 


Kli, 


LS, 


MW 


MZ, 


NA, 


SD, 


SL, 


SZ, TZ, UG, 


ZM, 


ZW, AM, AZ, 




BY, 


KG, 


KZ, 


Ml), 


RU 


TJ, 


TM, 


AP, 


HA, 


EP, OA 






AU 


2007235323 




Al 




20071018 




AU 2007-235323 




20070406 


CA 


2648317 






Al 




20071018 




CA 2007-2648317 




20070406 


US 


20070249693 




Al 




20071025 




US 2007-697689 




20070406 


US 


7842814 






B2 




20101130 












EP 


2013167 






A2 




20090114 




EP 2007-754986 




20070406 




R: AT, 


BE, 


BG, 


CH, 


CY 


CZ, 


DE, 


DK, 


KB, 


ES, FI, FR, 


GB, 


GR, HU, IE, 




IS, 


IT, 


LI, 


LT, 


LU 


LV, 


MC, 


MT, 


NL, 


PL, PT, RO, 


SE, 


SI, SK, TR, 




AL, 


BA, 


HR, 


MK, 


RS 
















JP 


2009532484 




T 




20090910 




JP 2009-504312 




20070 106 


MX 


2008012847 




A 




2008 1 0 1 3 




MX 2008-12847 




20081006 


KR 


2008109071 




A 




20081216 




KR 2008-7027066 




2008 110 1 


IN 


2008DN09264 




A 




20090327 




IN 2008-DN9264 




20081 105 


CN 


101460457 




A 




20090617 




CN 2007-80018864 




2008112 1 



PRIORITY APPLN. INFO. : US 2006-790168P P 20060406 

US 2006-8 16968P P 20060627 

US 2006-836155P P 20060807 

US 2006-844132P P 20060912 

US 2007-885379P P 20070117 

WO 2007-US8562 W 20070406 

ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 

OTHER SOURCE (S): CASREACT 147:448578; MARPAT 147:448578 

GRAPHIC IMAGE: 




10/561, 711 



03 04 2011 



Page 222 



ABSTRACT : 

Methods for the preparation of salinosporamide A (I,!, its analogs, and its 
intermediates via synthetic and fermentation routes were disclosed. These compds. 
can be used in the fields of chemical and medicine. Salinosporamide A was assayed 
for inhibition of trypsin-like and chymotrypsin-like activity of the 20S 
proteasome. 

IT 437742-34-2P , Salinosporamide A 

RL: BPN (Biosynthetic preparation); PAO (Pharmacological activity); SPN 
(Synthetic preparation); Till (Therapeutic use); 151 0L (Biological study); 
PREP (Preparation) ; USES (Uses) 

(asym. total synthesis of and 20S proteasome activity inhibition by 
salinosporamide A and its analogs with therapeutic usefulness as 
anticancer agents) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 



IT 952512-40-2P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(asym. total synthesis of and 20S proteasome activity inhibition by 
salinosporamide A and its analogs with therapeutic usefulness as 
anticancer agents) 
RN 952512-40-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- [2- [[(1,1- 

dimotliylotliyl)dimothvlsi Ivl oxvethvl 5 methyl", (1R,4R,5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 



IT 872360-17-3P 87236Q-18-4P 943542-56-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological studv) ; PREP (Preparation); RACT (Reactant or reagent); 
USES (Uses) 

(asym. total synthesis of and 20S proteasome activity inhibition by 
salinosporamide A and its analogs with therapeutic usefulness as 
anticancer agents) 
RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl] -5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 
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RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 943542-56-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) " (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 823229-54-5P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(claimed compound; asym. total synthesis of and 20S proteasome activity 
inhibition by salinosporamide A and its analogs with therapeutic 
usefulness as anticancer agents) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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CORPORATE SOURCE: Cytokine Research Laboratory, Department of 

Experimental Therapeutics, The University of Texas M. 
D. Anderson Cancer Center, Houston, USA 

SOURCE: Blood (2007), 110(7), 2286-2295 

C0DEN: BL00AW; ISSN: 0006-4971 

PUBLISHER: American Society of Hematology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT : 

Salinosporamide A (also called NPI-0052), recently identified from the marine 
bacterium Salinispora tropica, is a potent inhibitor of 20S proteasome and 
exhibits therapeutic potential against a wide variety of tumors through a 
poorly understood mechanism. Here we demonstrate that salinosporamide A 
potentiated the apoptosis induced by tumor necrosis factor a (TNF) , 
bortezomib, and thalidomide, and this correlated with down-regulation of gene 
products that mediate cell proliferation (cyclin Dl, cyclooxygenase-2 [C0X-2], 
and c-Myc), cell survival (Bcl-2, Bcl-xL, cFLIP, TRAF1, IAP1, IAP2, and 
survivin), invasion (matrix metalloproteinase-9 [MMP-9] and ICAM-1), and 
angiogenesis (vascular endothelial growth factor [VEGF]). Salinosporamide A 
also suppressed TNF~induced tumor cell invasion and receptor activator of 
nuclear factor kB ligand (RANKL) -induced osteoclastogenesis. We also 
found that it suppressed both constitutive and inducible NF-kB 
activation. Compared with bortezomib, MG-132, 

N-acetyl-leucyl-leucyl-norleucinal (ALLN) , and lactacystin, salinosporamide A 

was found to be the most potent suppressor of NF-kB activation. Further 

studies showed that salinosporamide A inhibited TNF~induced inhibitory subunit 

of NF-kB a (IkBci) degradation, nuclear translocation of 

p65, and NF-KB-dependent reporter gene expression but had no effect on 

IkBo, kinase activation, IkBcc phosphorylation, or 

IkBo, ubiquitination. Thus, overall, our results indicate that 

salinosporamide A enhances apoptosis, suppresses osteoclastogenesis, and 

inhibits invasion through suppression of the NF-kB pathway. 

IT 437742-34-2 , Salinosporamide A 

RL: DMA (Drug mechanism of action) ; PAC (Pharmacological activity) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(salinosporamide A inhibits NF-KB-regulated gene products) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Stabilization effect of resin on the production of 
potent proteasome inhibitor NPI-0052 during submerged 
fermentation of Salinispora tropica 
Tsueng, Ginger; Lam, Kin S. 

Nereus Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

Journal of Antibiotics (2007), 60(7), 469-472 

C0DEN: JANTAJ; ISSN: 0021-8820 

Japan Antibiotics Research Association 

Journal 

English 



f Salinispora tropica 

significantly enhanced the production of NPI-0052 by 69 fold. Examination of the time 
course of resin addition to the Salinispora tropica fermentation demonstrated that the 
increase in the production of NPI-052 is due to the stabilization effect by resin 
but not the removal of an end product feedback repression. Delay in resin 
addition to the fermentation led to decreases in the production of NPI-0052 to the amts. 
that are synthesized prior to the resin addition 

IT 437742-34-2P , NPI-0052 
RL: BMF (Bioindustrial r 
(Preparation) 

(ion exchangers stabilize the production of salinosporamide A during 
submerged fermentation of Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



i Amberlite XAD-7 during the ferment* 



Lufacture) ; BIOL (Biological study) ; PREP 
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AUTHOR(S): Denora, Nunzio; Potts, Barbara C. M. ; Stella, 

Valentino J. 

CORPORATE SOURCE: Department of Pharmaceutical Chemistry, The University 

of Kansas, Lawrence, KS, 66047, USA 
SOURCE: Journal of Pharmacist i ca I Sciences (2007) , 96(8), 

2037-2047 

C0DEN: JPMSAE; ISSN: 0022-3549 
PUBLISHER: Wiley-Liss, Inc. 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

The aim of the present study was to investigate the mechanism of aqueous degradation c 

Salinosporamide A (NPI-0052) (I), a potent proteasome inhibitor that is 

currently in Phase I clin. trials for the treatment of cancer and is 

characterized by a unique 3-lactone-y-lactam bicyclic ring 

structure. The degradation of I was monitored by HPLC and by both low- and 

high-resolution mass spectral analyses. Apparent first-order rate consts. for the 

degradation at 25° were determined in aqueous buffer solns. (ionic strength 0. L5M 

adjusted with NaCl) at various pH values in the range of 1-9. Degradation kinetics 

in water and in deuterium oxide were compared as a mechanistic probe. The 

studies were performed at pH 4.5 at 25° . To further confirm the 

reaction mechanism, the degradation was also performed in 180-enriched water and 

the degradation products subjected to HPLC separation prior to mass spectral anal. 

Solubility and stability in (SBE) 7m-3-cyclodextrin (Captisol) solns. were also 

determined The hydrolytic degradation of I, followed by both HPLC and LC/MS, showed 

that the drug in aqueous solns. gives a species with a mol. ion consistent with the 

3-lactone hydrolysis product (NPI-2052) . This initial degradant further 

rearranges to a cyclic ether (NPI-2055) via an intramol. nucleophilic 

displacement reaction. The kinetic results showed that the degradation of I was 

moderately buffer catalyzed (general base) and the rate consts. were pH 

independent in the range of 1-5 and base dependent above pH 6. 5. No acid 

catalysis was observed The kinetic deuterium solvent isotope effect (KSIE) was 

3. 1 (kH/kD) and a linear proton inventory plot showed that the rate-determining step 

involved only a single proton transfer. This suggested that a neighboring 

hydroxyl group (as opposed to a second water mol.) facilitated water attack at 

pD 4. 5. Mass spectral anal, from the 180-labeling studies proved that the 

mechanism involves acyl-oxygen bond cleavage and not a carbonium ion mechanism. 

I is unstable in water (t90% < 33 min at pH <5) and degrades via 

3-lactone hydrolysis involving a normal ester hydrolysis mechanism 

(addition-elimination) resulting in acyl-oxygen bond cleavage. Captisol 

solubilized and stabilized I in aqueous solns. 
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ABSTRACT: 

The proteasome has been successfully targeted for the treatment of multiple 
myeloma and mantle cell lymphoma; however, in other hematol. malignancies, 
bortezomib has been less effective as a single agent. Here, we describe 
olToets <>l' NPI 0052, a novel proteasome inhibitor, in leukemia model systems. 
In cell lines, NPI-0052 inhibits all 3 proteolytic activities associated with the 
proteasome: chymotrypsin-, trypsin-, and caspase-like. NPI-0052 also induces 
DNA fragmentation in leukemia lines and in mononuclear cells from a Ph + acute 
lymphoblastic leukemia (ALL) patient. Caspase~3 activation by NPI-0052 was 
seen in wild-type Jurkat cells, but was significantly lessened in Fas-associated 
death domain (FADD) -deficient or caspase-8-def icient counterparts. 
NPI-0052-induced apoptosis was further probed using caspase-8 inhibitors, which 
were more protective than caspase~9 inhibitors. N~acetyl cysteine (NAC) also 
conferred protection against NPI-0052-induced apoptosis, indicating a role for 
oxidative stress by NPI-0052. In support of the drug's in vitro activities, 
biweekly treatment with NPI-0052 lessened total white blood cell (WBC) burden 
over 35 days in leukemic mice. Interestingly, combining NPI-0052 with either 
MS-275 or valproic acid (VPA) induced greater levels of cell death than the 
combination of bortezomib with these histone deacetylase inhibitors (HDACI). 
These effects of NPI-0052, alone and in combination with HDACI, warrant further 
testing to determine the compound's clin. efficacy in leukemia. 
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ABSTRACT : 

Disclosed herein are compds. and methods used for treating disease states 
including, but not limited to cancers, autoimmune diseases, tissue damage, 
central nervous system disorders, neurodegenerative disorders, fibrosis, bone 
disorders, polyglutamine- repeat disorders, anemias, thalassemias, inflammatory 
conditions, cardiovascular conditions, and disorders in which angiogenesis play 
a role in pathogenesis. In addition, methods of modulating the activity of 
histone deacetylase (HDAC) are also disclosed. 
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ABSTRACT : 

The title compels. I Gl (un) substituted 5-6 membered (hetero) aryl ; G2 = 
N-sulfonamide moiety! G3 = (un) substituted Ph, 5-6 membered (hetero) aryl ; Rl, 
R2 = H, alkyl, halo, perhaloalkyl ; or Rl and R2 taken together may form an 
optionally substituted (hetero) cycloalkyl ; G4 = (CR5R6)m, S02, etc. ; R5, R6 = 
H, alkyl, alkoxy, etc. ; m = 1-6; G5 = (un) substituted (hetero) aryl, 
(hetero) cycloalkyl, etc. ; G6 -- H, acyl, aryl, etc.], useful for treating 
disease states including, but not limited to cancers, autoimmune diseases, 
tissue damage, central nervous system disorders, neurodegenerative disorders, 
fibrosis, bone disorders, polyglutamine-repeat disorders, anemias, 
thalassemias, inflammatory conditions, cardiovascular conditions, and disorders 
in which angiogenesis play a role in pathogenesis, were prepared E. g. , a 
multi-step synthesis of II, starting from 4- (o-tolyloxy) benzenesulfonyl 
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chloride and 1- (4-aminophenyl) ethanone, was given. II showed IC50 of ^1 
i41 againsi HDAC (in vitro,!. Pharmaceutical composition comprising the compound I 
is claimed. In addition, methods of modulating the activity of histone 
deacetylase (HDAC) are also disclosed. 
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ABSTRACT : 

Disclosed herein are carbonyl eompds. of having the structural formula (I) or a 
pharmaceutically acceptable salt, ester, or prodrug thereof, Methods and 
compns. are disclosed for treating disease states including, but not limited to 
cancers, autoimmune diseases, tissue damage, central nervous system disorders, 
neurodegenerative disorders, fibrosis, bone disorders, polyglutamine-repeat 
disorders, anemias, thalassemias, inflammatory conditions, cardiovascular 
conditions, and disorders in which angiogenesis play a role in pathogenesis, 
using the compds. of the invention. In addition, methods of modulating the 
activity of histone deacotvlasr illl)A(') are also disclosed. 
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4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 
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Feeding sodium butyrate (0.25-1 mg/mL) to cultures of Salinispora tropica 
NPS21184 enhanced the production of salinosporamide B (NPI-0047) by 319% while 
inhibiting the production of salinosporamide A (NPI-0052) by 26%. Liquid chromatog. 
mass spectrometry anal, of the crude extract from the strain NPS21184 fed with 0.5 
mg/mL sodium [U-13C4] butyrate indicated that butyrate was incorporated as a 
contiguous four-carbon unit into NPI-0047 but not into NPI-0052. NMR anal, of 
NPI-0047 and NPI-0052 purified from the sodium [U-13C4] butyrate-supplemented 
culture extract confirmed this incorporation pattern. The above finding is the 
first direct evidence to demonstrate that the biosynthesis of NPI-0047 is 
different from NPI-0052, and NPI-0047 is not a precursor of NPI-0052. 
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ABSTRACT : 

The present application demonstrates that Salinosporamide A can be used to 
sensitize cancer cells to cancer therapy. Furthermore, the present application 
demonstrates that Salinosporamide A acts as a therapeutic agent to kill or 
inhibit cancer cells after sensitization of the cells by an antibody or other 
ehrmosrns i 1 i /, i ng reagents. The cancer cells can be either therapy-sensitive or 
therapy-resistant. The present application further demonstrates that 
Salinosporamide A induces the expression of Raf kinase inhibitor prote: 
and PTEN, tumor suppressor proteins, and inhibits the expression of YY1, a 
transcriptional regulator protein overexpressed in cancer cells and also 
inhibits the growth factor pleiotrophin (PTN) . 
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(1R.4R.5S)- (CA INDEX NAME) 



20090219 
20051 101 
20060828 
20061106 



(RKIP) 



Absolute stereochemistry. Rotation (-) . 
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RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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2007:514103 CAPLUS 
147:166081 

Enantioselective Total Synthesis of 
(-)-Salinosporamide A (NPI-0052) 



Ling, Taotao; Macherla, 
McArthur, Katherine A. 
Nereus Pharmaceuticals, 
USA 



Venkat R. ; Manam, Rama Rao! 
Barbara C. M. 
San Diego, CA, 92121, 



Organic Letters (2007), 9(12), 2289-2292 
CODEN: 0RLEF7; ISSN: 1523-7060 
American Chemical Society 
Journal 
English 

CASREACT 147:166081 




ABSTRACT : 

A novel enantioselective total symhesis of 20S pi'oi i-asom(> inhibitor 
salinosporamide A (NPI-0052; I) is presented. Key features include intramol. 
aldol cyclization of II to simultaneously generate the three chiral centers of 
advanced intermediate III, cyclohexene ring addition using 

B-2-cyclohexen-l-yl-9-BBN, and inversion of the C~5 stereocenter by oxidation 
followed by enantioselective enzymic reduction 

IT 437742-34-2P , (-) -Salinosporamide A 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(total synthesis of (-) -salinosporamide A involves an intramol. aldol 
cyclization to simultaneously generate three chiral centers of an 
advanced intermediate) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-). 
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IT 872360-17-3P 87236Q-18-4P 943542-56-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 

(total synthesis of (-) -salinosporamide A involves an intramol. aldol 
cyclization to simultaneously generate three chiral centers of an 
advanced intermediate) 
RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyc lohexen-l-y Icarbony 1] -5-methy 1-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. Ojhoplane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-y lhydroxymethyl] -5-methy 1-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 943542-56-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-y lhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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2007:488614 CAPLUS 
147:95453 

Concise Total Synthesis of (±)-SalinosporamideA, 
(±) -Cinnabar ami deA, and Derivatives via a 
Bis-cyclizat ion Process: Implications for a 
Biosynthetic Pathway? 
Ma, Gill Nguyen, Henry; Romo, Daniel 
Department of Chemistry, Texas A & M University, 
College Station, TX, 77842-3012, USA 
Organic Letters (2007), 9(11), 2143-2146 
C0DEN: 0RLEF7; ISSN: 1523-7060 
American Chemical Society 
Journal 
English 

CASREACT 147:95453 



PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE (S) : 
ABSTRACT: 

4-Alkylidene-P-laetones (hetero ketene dimers) and o-amino acids are 

useful precursors for total syntheses of the p-lactone-containing proteasome 

inhibitors salinosporamide A, cinnabaramide A, and derivs. A key step is a 

nucleophile-promoted, bis-cvclization of keto acids that simultaneously 

generates the y-lactam and P-lactone of these natural products. 

This reaction sequence may have implications for the biosynthesis of these 

natural products. 

IT 942516-89-4P . (±)-CinnabaramideA 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(mol. and crystal structure! total synthesis of (±)-salinosporamide 
A, (!) c i nnabarami deA, and derivs. via a bis-cyclization ] 
RN 942516-89-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (R) _ (1R) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-5-methyl-, 
(1S.4S, 5R)-rel- (CA [NDEX NAME) 

Relative stereochemistry. 




IT 909569-43-3P , (±)-SalinosporamideA 

RL: PRP (Properties); SPN (Synthetic preparation); PREP (Preparation) 
(mol. crystal structure! total synthesis of (+) -salinosporamide A, 
(!) c i nnabarami deA, ami derivs. via a bis eve I i za t i on process) 

RN 909569-43-3 CAPLUS 

CN 6 Oxa 2 azab i eye I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1S.4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




10/561, 711 



03 04 2011 



IT 942517-04-6P 942517-Q9-1P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(total synthesis of (±)-salinosporamideA, (±) -cinnabar ami deA, 
and derivs. via a bis-cvclization process) 
RN 942517-04-6 CAPLUS 

CN 6-0xa-2-azabiovcl.o 3.2.0 heptane-3, 7-dione, 

1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-2- [ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 




RN 942517-09-1 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl]-2-[ (4- 
methoxyphenyl) methyl] -5-methyl-, (IS, 4S, 5R) -rel- (CA INDEX NAME) 

Relative stereochemistry. 
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DOCUMENT NUMBER: 147:108633 

TITLE: Targeted therapy of multiple myeloma based upon 

tumor-mi croenvironmental interactions 
AUTHOR (S): Anderson, Kenneth C. 

CORPORATE SOURCE: The Jerome Lipper Multiple Myeloma Center, Department 

of Medical Oncology, Dana-Farber Cancer Institute, 
Harvard Medical School, Boston, MA, USA 

SOURCE: Experimental Hematology (New York, NY, United States) 

(2007), 35(4, Suppl. 1), 155-162 
C0DEN: EXHMA6; ISSN: 0301-472X 

PUBLISHER: Elsevier Inc. 

DOCUMENT TYPE: Journal; General Review 

LANGUAGE: English 

ABSTRACT : 

A review. Multiple myeloma (MM) remains incurable, but recent achances in 
genomics and proteomics have allowed for advances in our understanding of 
disease pathogenesis, identified novel therapeutic targets, allowed for mol. 
classification, and provided the scientific rationale for combining targeted 
therapies to increase tumor cell cytotoxicity and abrogate drug resistance. 
Besides these advances, recognition of the role of the bone marrow (BM) milieu 
in conferring growth, survival, and drug resistance in MM cells, both in laboratory 
and animal models, has allowed for the establishment of a new treatment 
paradigm targeting the tumor cell and its microenvironment to overcome drug 
resistance and improve patient outcomes in MM. In particular, thalidomide, 
bortezomib, and lenalidamide all overcome conventional drug resistance, not 
only by directly inducing tumor cell cytotoxicity, but by inhibiting adhesion 
of MM cells to BM. This abrogates constitutive and MM~binding-induced 
transcription and secretion of cytokines, inhibits angiogenesis, and augments 
host anti MM immunity. These three drugs have rapidly translated from bench to 
bedside and in treatment protocols of MM, first in patients with relapsed 
refractory disease, and then alone and in combination in newly diagnosed 
patients. Promising novel targeted agents include the novel proteasome 
inhibitor NPI-0052 and the heat shock protein inhibitor KOS-953. Importantly, 
gene-array, proteomic, and cell-signaling studies have not only helped to 
identify in vivo mechanisms of action and drug resistance to novel agents, but 
also aided in the design of promising combination-therapy protocols. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(tumor-microenvironmental interaction-based targeted therapy using 
novel proteasome inhibitor, NPI-0052 alone or in combination with 
antitumor agents help overcome drug resistance and effectively treat 
patient with multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) 2 eye I ohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ACCESSION NUMBER: 2007:313870 CAPLUS 

DOCUMENT NUMBER: 147:1069 

TITLE: Targeting mitochondrial factor Smac/DIABLO as therapy 

for multiple myeloma (MM) 
AUTHOR (S) : Chauhan, Dharminder; Neri, Paola; Velankar, Mugdha; 

Podar, Klaus; Hideshima, Teru; Fulciniti, Mariateresa! 

Tassone, Pierfrancesco; Raje, Noopur; Mitsiades, 

Constantinel Mitsiades, Nicholas; Richardson, Paul; 

Zawel, Leigh; Tran, Mary! Munshi, Nikhil; Anderson, 

Kenneth C. 

CORPORATE SOURCE: The Jerome Lipper Multiple Myeloma Center, Department 

of Medical Oncology, Dana Farber Cancer Institute, 
Harvard Medical School, Boston, MA, USA 

SOURCE: Blood (2007), 109(3), 1220-1227 

C0DEN: BL00AW; ISSN: 0006-4971 

PUBLISHER: American Society of Hematology 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT : 

Second mitochondria-derived activator of caspases (Smac) promotes apoptosis via 
activation of caspases. Here we show that a low-mol. -weight Smac mimetic LBW242 
induces apoptosis in multiple myeloma < MM 1 nils resistani to coin nn t i una I and 
bortezomib therapies. Examination of purified patient MM cells demonstrated similar 
results, without significant cytotoxicity against normal lymphocytes and bone 
marrow stromal cells (BMSCs) . Importantly, LBW242 abrogates paracrine MM cell 
growth triggered by their adherence to BMSCs and overcomes MM cell growth and 
drug-resistance conferred by interleukin-6 or insulin-like growth factor-1. 
Overexpression of Bcl-2 similarly does not affect LBW242- induced cytotoxicity. 
Mechanistic studies show that LBW242~induced apoptosis in MM cells is associated 
with activation of caspase-8, caspase-9, and caspase-3, followed by PARP 
cleavage. In human MM xenograft mouse models, LBW242 is well tolerated, 
inhibits tumor growth, and prolongs survival. Importantly, combining LBW242 
with novel agents, including tumor necrosis factor-related apoptosis-inducing 
ligand (TRAIL) or the proteasome inhibitors bortezomib and NPI-0052, as well as 
with the conventional anti-MM agent melphalan, induces additive/synergistic 
anti-MM activity. Our study therefore provides the rationale for clin. 
protocols evaluating LBW242, alone and together with other anti-MM agents, to 
improve patient outcome in MM. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(targeting mitochondrial ('actor Smac/DIABLO as therapy for multiple 

RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azab i eye I o | 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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PATENT NO. 



2007:287139 CAPLUS 
146:316677 

Proteasome inhibiting beta-lactam compounds 

Corey, Elias J. ; Hogan, Philip C. 

President and Fellows of Harvard College, USA 

U.S. Pat. Appl. Publ. , 21 pp. 

CODEN: USXXCO 

Patent 

English 

1 



KIND DATE 



APPLICATION NO. 



DATE 



US 2005-224589 



WO 2006-US35196 



20050912 



US 20070060561 Al 20070315 

US 7465720 B2 20081216 

WO 2007033039 A2 20070322 

WO 2007033039 A3 20071004 

W: AE, AG, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BW, BY, BZ, CA, CH, 

CN, CO, CR, CU, CZ, DE, DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

GE, GH, GM, HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, 

KR, KZ, LA, LC, LK, LR, LS, LT, LU, LV, LY, MA, MD, MG, MK, MN, 

MW, MX, MY, MZ, NA, NG, NI, NO, NZ, OM, PG, PH, PL, PT, RO, RS, 



UA, 
RW: AT, 



SC, SD, SE, SG, SK, SL, SM, SV, SY, TJ, TM, TN, TR, TT, TZ, 
UG, US, UZ, VC, VN, ZA, ZM, ZW 



BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 

IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 

CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 

KE, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, ZM, ZW, AM, AZ, BY, 
KZ, MD, RU, TJ, TM, AP, EA, EP, OA 

A2 20080625 EP 2006-814408 20060908 

BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 

IT, LI, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR 

US 2005-224589 A 20050912 

WO 2006-US35196 W 20060908 
ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S): CASREACT 146:316677; MARPAT 146:316677 

GRAPHIC IMAGE: 



KG, 

EP 1934257 
R: AT, 



PRIORITY APPLN. INFO. : 




ABSTRACT : 

A total asym. synthesis of P-lactam I, an analog of salinosporamide A and 
omuralide both structurally and by its activity as a proteasome inhibitor, was 
disclosed. This 0-lactam proteasome inhibitor is claimed for therapeutic 
use in the treatment of inflammation, ischemic or reperfusion injury and 
vascular occlusion occurring during a stroke. [3 Lactam I was tested for 
inactivation of 20S proteasome. 

IT 437742-34-2DP , Salinosporamide A, analogs 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(asym. synthesis of proteasome inhibiting 3-lactams) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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Patent 
English 
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DATE 
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ASSIGNMENT HISTORY FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 
OTHER SOURCE(S): CASREACT 146:315181; MARPAT 146:315181 

ABSTRACT : 

Disclosed are methods of modulating biosynthesis of Salinosporamide A and its 
analogs, which are useful in treating cancer, inflammatory conditions, and/or 
infectious disease. The methods involve, for example, genetic manipulation, 
selection of reagents in the fermentation feedstock, and selection of fermentatioi 
conditions. 

IT 437742-34-2P , Salinosporamide A 

RL: BMF (Bioindustrial manufacture); BSU (Biological study, unclassified); 
PAC (Pharmacological activity) ; PEP (Physical, engineering or chemical 
process) ; PRP (Properties) ; PUR (Purification or recovery) ; RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; PROC (Process) ; RACT (Reactant or reagent) ; USES (Uses) 
(biosynthesis of salinosporamide and its analogs) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 863126-95-8P 87236Q-15-1P 87236Q-16-2P 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) ; 
PEP (Physical, engineering or chemical process) ; PRP (Properties) ; PUR 
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(Purification or recovery) ; RCT (Reactant) ; BIOL (Biological study) ; PREP 
(Preparation) ; PROC (Process) ; RACT (Reactant or reagent) 
(biosynthesis of salinosporamide and its analogs) 
RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0 heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohe X en-l-ylhydro X ymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute si (M'(>oclii>mi si I'y. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




.CH2Br 



RN 872360-16-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 cyclolioxon 1 v 1 hvd roxymethyl] -4-ethyl-5-methyl-, (1R,4S,5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-10-3P 823229-26-1P 855517-17-8P 
872360-12-8P 87236Q-24-2P 928774-37-2P 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) ; 
PRP (Properties) ; PUR (Purification or recovery) ; BIOL (Biological study) ; 
PREP (Preparation) 

(biosynthesis of salinosporamide and its analogs) 
RN 823229-10-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- (2-cyclohexen-l-ylhydroxymethyl) -5-methyl- (CA INDEX 
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NAME) 




Ne 



CH2-CH2C1 



RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 855517-17-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-diethyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 872360-12-8 CAPLUS 

CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 





E1 



10/561, 711 



03/04/2011 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I hvdroxvmrt liv I 5 metliv] -1 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 928774-37-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl- 
(1R.4S, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-34-1P 87236Q-17-3P 

RL: BSU (Biological study, unclassified); IMF (Industrial manufacture); 
PEP (Physical, engineering or chemical process); PRP (Properties); PUR 
(Purification or recovery) ; RCT (Reactant) ; BIOL (Biological study) ; PREP 
(Preparation) ; PR0C (Process) ; RACT (Reactant or reagent) 
(biosynthesis of salinosporamide and its analogs) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo r 3. 2. OJieptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-[(lS) -2-cvcloli(>x(Mi 1 v I carbonv I 5 methv] , 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-54-5P 823229-56-7P 872360-18-4P 
872360-22-0P 872360-23-1P 

RL: BSU (Biological study, unclassified) I IMF (Industrial manufacture) I 
PRP (Properties) ; PUR (Purification or recovery) ; BIOL (Biological study) ; 
PREP (Preparation) 

(biosynthesis of salinosporamide and its analogs) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 
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RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CH2C] 



RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4-yl] ethyl ester (CA 
INDEX NAME) 



Absolute stereochemistry. 
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Stereoselective enzymatic reduction of 
keto-salinosporamide to (-) -salinosporamide A 
(NPI-0052) 

Manam, Rama Rao! Macherla, Venkat R. ; Potts, Barbara 
C. M. 

Nereus Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

Tetrahedron Letters (2007), 48(14), 2537-2540 

C0DEN: TELEAY; ISSN: 0040-4039 

Elsevier Ltd. 

Journal 

English 

CASREACT 146:500762 



ABSTRACT: 

Salinosporamide A (NPI-0052, I), a highly potent 20S proteasome inhibitor, has 
been prepared from its ketone precursor by asym. enzymic reduction The yields are 
quant, with complete stereoselective conversion to the desired product, with no 
evidence for the undesired diastereomer. This process should lead to new 
synthetic strategies for the total synthesis of I. 

IT 437742-34-2P , (-) -Salinosporamide A 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(preparation of (-) -salinosporamide A by stereoselective enzymic reduction of 
keto-salinosporamide) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 872360-17-3 

RL: RCT (Reactant) ; RACT (Reactant or reagent) 

(preparation of (-) -salinosporamide A by stereoselective enzymic reduction of 
keto-salinosporamide) 
RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(IS, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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TITLE: Species-specific secondary metabolite production in 

marine actinomycetes of the genus Salinispora 

AUTHOR(S): Jensen, Paul R. ; Williams, Philip G. ; Oh, Dong-Chan; 

Zeigler, Lisa! Fenical, William 

CORPORATE SOURCE: Center for Marine Biotechnology and Biomedicine, 

Scripps Institution of Oceanography, University of 
California, San Diego, La Jolla, CA, 92093-0204, USA 

SOURCE: Applied and Environmental Microbiology (2007), 73(4), 

1146-1152 

C0DEN: AEMIDF; ISSN: 0099-2240 
PUBLISHER: American Society for Microbiology 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

Here we report assocns. between secondary metabolite production and 
phylogenetically distinct but closely related marine actinomycete species 
belonging to the genus Salinispora. The pattern emerged in a study that 
included global collection sites, and it indicates that secondary metabolite 
production can be a species-specific, phenotypic trait associated with broadly 
distributed bacterial populations. Assocns. between actinomycete phylotype and 
chemotype revealed an effective, diversity-based approach to natural product 
discovery that contradicts the conventional wisdom that secondary metabolite 
production is strain specific. The structural diversity of the metabolites observed, 
coupled with gene probing and phylogenetic analyses, implicates lateral gene 
transfer as a source of the biosynthetic genes responsible for compound production 
These results conform to a model of selection-driven pathway fixation occurring 
subsequent to gene acquisition and provide a rare example in which demonstrable 
physiol. traits have been correlated to the fine-scale phylogenetic 
architecture of an environmental bacterial community. 

IT 437742-34-2P , Salinosporamide A 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparation) 

(secondary metabolite, production of; species-Specific secondary metabolite 
production in marine actinomycetes of the genus Salinispora) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Preparation of analogs of salinosporamide A 
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PCT Int. Appl. , 75pp. 
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English 
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ABSTRACT : 

Analogs, such as I [R = CH2R3, R3 = nucleophile; Rl = alkyl, alkenyl, alkynyl, 

(Me. , of salinosporamide A which will inhibit the proteasome, an intracellular 

enzyme complex that destroys proteins the eel] no Longer needs (no biol. 

testing data proson t ed) . Without the proteasome, proteins would build up and 

clog cellular machinery. Fast-growing cancer cells make especially heavy use of the 

proteasome, so thwarting its action is a compelling drug strategy. Thus, I [R 

= Me, Rl = (CH2)2C1] was prepared starting from (MeO) 2POCH(NHC02CMe3)C02Me, 

CI (CH2) 20S02CF3 and cyclohexanecarboxaldehyde via the pyrrolidinone 

intermediate II. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(preparation of analogs of salinosporamide A which inhibit proteasome and 
intracellular enzyme complex that destroys proteins cell no longer 
needs) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicycl O ;3. 2. 0Jieptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 
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ACCESSION NUMBER: 2007:175830 CAPLUS 

DOCUMENT NUMBER: 146:397994 

TITLE: Effects of halogens on the production of 

salinosporamides by the obligate marine actinomycete 
Salinispora tropica 

AUTHOR (S): Lam, Kin S. ; Tsueng, Ginger; McArthur, Katherine A. ; 

Mitchell, Scott S. ; Potts, Barbara C. M. ; Xu, Jianlin 
CORPORATE SOURCE: Nereus Pharmaceuticals, Inc., San Diego, CA, 92121, 

USA 

SOURCE: Journal of Antibiotics (2007), 60(1), 13-19 

C0DEN: JANTAJ; ISSN: 0021-8820 
PUBLISHER: Japan Antibiotics Research Association 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT : 

The authors examined the effects of halogens on the production of salinosporamide A 
(NPI-0052) by the obligate marine actinomycete Salinispora tropica NPS465, 
specifically the production of analogs containing halogens other than chlorine. Adding 
NaF, NaBr and Nal directly to the production medium prepared in seawater containing 
. apprx. 3% NaCl did not induce the product ion of the corresponding analogs. 
Replacing seawater with 2-3% Nal in the production medium enhanced the production of 
NPI-0052 by 2. 1 fold. Replacing seawater with 2-3% NaBr in the production medium 
suppressed the production of NPI-0052 but induced the production of a brominated analog 
at very low yield. Using a stepwise enrichment of bromide in the seed cultures 
in order to reduce the chloride ion carried over to the production medium, the 
production of the brominated analog was enhanced by 4 fold. The authors also 
demonstrated that the growth of this obligate marine actinomycete is dependent 
upon sodium concentration, not chloride concentration 

IT 437742-34-2 , Salinosporamide A 863126-95-8 , NPI-0047 
872360- 15-1 , NPI 2053 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(effects of halogens on production of salinosporamides by marine 
actinomycete Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 863126-95-8 CAPLUS 

CN 6 Oxa 2 azabievelo 3.2.0 heptane 3,7 dione, 

1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




,CH2Br 
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Biosynthetic convergence of salinosporamides A and I 
in the marine actinomycete Salinispora tropica 
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College of Pharmacy, University of Arizona, Tucson, 
AZ, 85721, USA 

Organic Letters (2007), 9(5), 845-848 
C0DEN: 0RLEF7; ISSN: 1523-7060 

American Chemical Society 

Journal 

English 



l|H 

°^NH /'-oh 
-0 




ABSTRACT: 

Feeding expts. with stable isotopes established that the potent 20S proteasome 
inhibitors salinosporamide A (I) and B (II) are biosynthesized in the marine 
bacterium Salinispora tropica from three biosynthetic building blocks, namely, 
acetate, p-hydroxy-2' -cyclohexenylalanine, and either butyrate or a 
tetrose-derived chlorinated mol. The unexpected observation that the 
chlorinated four-carbon residue in salinosporamide A is derived from a 
different metabolic origin than the nonchlorinated four-carbon unit in 
salinosporamide B is suggestive of a convergent biosynthesis to these two 
anticancer natural products. 

IT 437742-34-2 . Salinosporamide A 863126-95-8 . 

Salinosporamide B 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(biosynthetic convergence of salinosporamides A and B in marine 
actinomycoto Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2~azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) 2 eye 1 ohexen-l-vlhvdroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydro X ymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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Product class 6: lactones 
Maier, M. E. 

Institut fuer Organische Chemie, Universitaet 

Tuebingen, Tuebingen, 72076, Germany 

Science of Synthesis (2006), 20b, 1421-1551 

C0DEN: SSCYJ9 

Georg Thieme Verlag 

Journal; General Review 

English 
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DOCUMENT NUMBER: 
TITLE: 
AUTHOR (S) : 
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SOURCE : 

PUBLISHER: 
D0C1 WENT TYPE: 
LANGUAGE: 
ABSTRACT : 

A review of methods to prepare lactones and their applications to organic synthesis. 

IT 437742-34-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(review preparation of lactones and their applications to organic svnt Inns i s) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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Total synthesis of lactacystin and salinosporamide A 
Shibasaki, Masakatsu; Kanai, Motomu; Fukuda, Nobuhisa 
Graduate School of Pharmaceutical Sciences, The 
University of Tokyo, 7-3-1 Hongo, Bunkyo-ku, Tokyo, 
113-0033, Japan 

Chemistry— An Asian Journal (2007), 2(1), 20-38 
C0DEN: CAAJBI; ISSN: 1861-4728 
Wiley-VCH Verlag GmbH & Co. KGaA 
Journal; General Review 
English 

ented of strategies directed toward the synthesis of 
lactacystin and salinosporamide A, which arc fascinating mols. with regard to 
both their chemical structures and biol. activities. These naturally occurring 
compels, are potent and selective proteasome inhibitors. The mol. structures 
are characterized by their densely I'unet ional ized 7 lactam cones. The 
structure and biol. properties of these two compds. are attracting the 
attention of many chemists as challenging synthetic targets. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(review of asym. total synthesis of the naturally occurring 
y-lactam proteasome inhibitors, lactacystin and salinosporamide 
A) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotati* 
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TITLE: Cinnabar amides A~G: Analogues of Lactacystin and 

Salinosporamide from a Terrestrial Streptomycete 

AUTHOR(S): Stadler, Marc; Bitzer, Jens; Mayer-Bartschmid, Anke; 

Mueller, Hartwig! Benet-Buchholz, Jordi ; Gantner, 
Florian; Tichy, Hans-Volker; Reinemer, Peter; Bacon, 
Kevin B. 

CORPORATE SOURCE: InterMed Discovery GmbH (IMD) , Dortmund, D-44227, 

Germany 

SOURCE: Journal of Natural Products (2007), 70(2), 246-252 

C0DEN: JNPRDF; ISSN: 0163-3864 
PUBLISHER: American Chemical Society-American Society of 

Pharmacognosy 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

The cinnabar amides A~G were isolated from a terrestrial strain of Streptomyces 
as potent and selective inhibitors of the human 20S protrasome. Their chemical 
and biol. propert i es resemble those of salinosporamide A, a recently identified 
lead compound from an obligate marine actinomycete, which is currently under 
development as an anticancer agent. (' i nnabaram i ties F and G combine essential 
structural features of salinosporamide A and lactacystin and show about equal 
potency in vitro, with IC50 values in the 1 nM range. The properties and 
phylogenetic position of the producer organism, the production and isolation of 
cinnabar amides A~G, their structure elucidation by MS and NMR, and their biol. 
activities are reported. Addnl. , an x~ray crystal structure was obtained from 
cinnabaramide A. 

IT 744200-67-7P , Cinnabaramide B 74420Q-68-8P , 

Cinnabaramide C 

RL: BSU (Biological study, unclassified); NP0 (Natural product 
occurrence) ; PRP (Properties) ; PUR (Purification or recovery) ; BIOL 
(Biological study) ; 0CCU (Occurrence) ; PREP (Preparation) 

(cinnabaramides A~G, analogs of lactacystin and salinosporamide, 
isolated from terrestrial streptomycete as selective inhibitors of 
human 20S proteasome) 
RN 744200-67-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (1-hydroxyhexyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 744200-68-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(lR)-2-cyclohexen-l-ylmethyl]-4-hexyl-5-methyl-, (1R,4R, 5S)- (CA INDEX 
NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 437742-34-2P , Salinosporamide A 

RL: BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery) ; BIOL (Biological study) ; PREP (Preparation) 
(cinnabaramides A~G, analogs of lactacystin and salinosporamide, 
isolated from terrestrial streptomycete as selective inhibitors of 
human 20S proteasome) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




IT 744200-66-6P , Cinnabaramide A 

RL: BSU (Biological study, unclassified); NPO (Natural product 
occurrence) ; PRP (Properties) ; PUR (Purification or recovery) ; BIOL 
(Biological study) ; 0CCU (Occurrence) ; PREP (Preparation) 

(isolation of, from terrestrial streptomycete and crystal structure of) 

RN 744200-66-6 CAPLUS 

CN 6 Oxa 2 axabieye I o| 3. 2. 0 hopiane 3,7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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C0DEN: JNPRDF; ISSN: 0163-3864 
PUBLISHER: American Chemical Society-American Society of 

Pharmacognosy 
DOCUMENT TYPE: Journal 
LANGUAGE: English 
ABSTRACT: 

Salinosporamide A (NPI-0052; 3), a highly potent inhibitor of the 20S 
proteasome, is currently in phase I clin. trials for the treatment of cancer. 
During the course of purifying mult i gram quantities of 3 from Salinispora 
tropica fermentation exts. , several new salinosporamides were isolated and 
characterized, most of which represent modifications to the chloroethyl 
substituent at C~2. Specifically, 3 was isolated along with the known compound 
salinosporamide B (4), the previously undescribed Me congener salinosporamide D 
(7), and C~2 epimers of 3 and 7 (salinosporamides F (9) and G (10), resp. ) . 
Salinosporamide I (13), in which the Me group at the ring junction is replaced 
with an Et group, and the C~5 deshydroxyl analog salinosporamide J (14), were 
also identified. Replacement of synthetic sea salt with sodium bromide in the 
fermentation media produced bromosalinosporamide (12), 4, and its C~2 epimer (11, 
salinosporamide H) . In addition to these eight new salinosporamides, several 
thioester derivs. were generated semisynthetically. IC50 values for 
cytotoxicity against human multiple myeloma cell line RPMI 8226 and inhibition 
of the chymotrypsin-like (CT~L) activity of purified rabbit 20S proteasomes 
were determined for all compds. The results indicate that thioesters may directly 
inhibit the proteasome, albeit with reduced potency compared to their 
p-lactone counterparts. 

IT 437742-34-2P , Salinosporamide A 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) ; 
NP0 (Natural product occurrence) ; PEP (Physical, engineering or chemical 
process) ; PRP (Properties) ; PUR (Purification or recovery) ; RCT 
(Reactant) ; BIOL (Biological study) ; 0CCU (Occurrence) ; PREP 
(Preparation) ; PR0C (Process) ; RACT (Reactant or reagent) 

(salinosporamides I) J from Salinispora tropica, bromosalinosporamide, 
and thioester derivs. are potent inhibitors of the 20S proteasome) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




IT 823229-26-1P , Salinosporamide D 863126-95-8P , 

Salinosporamide B 87236Q-11-7P , Salinosporamide F 

872360-12-8P , Salinosporamide I 87236Q-13-9P , 

Salinosporamide G 87236Q-15-1P , Bromosalinosporamide 
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872360-16-2P , Salinosporamide H 87236Q-24-2P , 

Salinosporamide E 932739-Q3-2P , Salinosporamide J 

RL: BMF (Bioindustrial manufacture) ; BSU (Biological study, unclassified) 
NPO (Natural product occurrence) ; PRP (Properties) ; PUR (Purification or 
recovery); BIOL (Biological study); OCCU (Occurrence); PREP (Preparation) 
(salinosporamides D-J from Salinispora tropica, bromosalinosporamide, 
and thioester derivs. are potent inhibitors of the 20S proteasome) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v Lhvdroxvmel hv 1 " ■ -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4S, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo~3. 2. 0" heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 
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Absolute stereochemistry. 




RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl- (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CIMir 



RN 872360-16-2 CAPLUS 

CN 6 Oxa 2 a/ab i eve I o 3.2.0 heptane 3,7 dione, 

1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I livdroxvmet liv I 5 metliv] -1 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 932739-03-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (1R) -2-cyclohexen-l-ylmethyl] -5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ABSTRACT '■ 

[3.2. 0]-Bicycloheptanes I [Rl = H, halo, (un) substituted alkyl, etc.; R2 = H, 

halo, (un) substituted alkyl, alkenyl, etc.; R3 = halo, (un) substituted aryl, 

cycloalkyl, etc.; El~4 independently = (un) substituted heteroatom; with 

provisions] and derivs. thereof, are prepared and disclosed as having 

anti-cancer, anti-inflammatory, and anti-microbial properties. Thus, e. g. , II 

was prepared by iodination of fermentation product III. In assays of growth inhibition 

of human multiple myeloma, II for example demonstrated EC50 values (nM) of 5. 9 

and 3.2 resp. against RPMI 8226 and U266 cell lines. Pharmaceutical compns. 

comprising such compds. and methods of treating cancer, inflammatory 

conditions, and microbial infections with the disclosed compds. or the 

disclosed pharmaceutical compns. are also disclosed. 

IT 872360-1 1-7P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 872360-11-7 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o I 3. 2. 0 hrplanr 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4S, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 872360-17-3P 87236Q-18-4P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 

(Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 872360-17-3 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethvl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




tie 



RN 872360-18-4 CAPLUS 

CN 6 Oxa 2 azab i eye I o I 3. 2. 0 ! hept ane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2P 863126-95-8P 87236Q-15-1P 

RL: BPN (Biosynthetic preparation) I PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ', RACT (Reactant or reagent) I USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 
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RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 823229-34-1P 823229-54-5P 823229-567P 
872360-22-0P 87236Q-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethvl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




^CH2l 



RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4-yl] ethyl ester (CA 
INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03 04 2011 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I hvdroxvmet liv I 5 metliv] 4 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-12-8P 87236Q-13-9P 
872360-14-0P 872360-16-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity) I THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc lohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0J heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




RN 872360-16-2 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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^CH20Bn 

COOMe 



ABSTRACT : 

(2R, 3S)-a-Methylene lactam I (PMB = 4-Me0C6H4CH2) , the key intermediate 
in Corey' s syntheses of salinosporamide A, was synthesized from 
(S)-2-(hydroxymethyl)pyroglutamate through chemoselective 0-protection, regio- 
and stereoselective N-methylnitrone cycloaddn. , and quaternization-elimination 
reactions as the main steps. 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(asym. formal synthesis of salinosporamide A from 
(hydroxymethyl) pyroglutamate via regio- and stereoselective 
N-methylnitrone cycloaddn. ) 

RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT: 

Strains within the genus Salinospora have been shown to produce complex natural 
products having antibiotic and antiproliferative activities. The biochem. 
basis for the cytotoxic effects of salinosporamide A has been linked to its 
ability to inhibit the proteasome. Synthetically accessible salinosporamide A 

\ll.8oS) \ui u >'<1 \i> determine its biochem. and biol. activities and to compare i 
effects with those of bortezomib. ML858 and bortezomib show time- and 
concentration-dependent inhibition of the proteasome in vitro. However, unlike 
bortezomib, which is a reversible inhibitor, ML858 covalently binds to the 
proteasome, resulting in the irreversible inhibition of 20S proteasome 
activity. ML858 was equipotent to bortezomib in cell-based reporter 
stabilization assays, but due to intramol. instability is less potent in 
long-term assays. ML858 failed to maintain levels of proteasome inhibition 
necessary to achieve efficacy in tumor models responsive to bortezomib. Our 
results show that ML858 and bortezomib exhibit different kinetic and Pharmacol, 
profiles and suggest that addnl. characterization of ML858 is warranted before 
its therapeutic potential can be fully appreciated. 

IT 437742-34-2 , Salinosporamide A 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(comparison of biochem. and biol. effects of ML858 (salinosporamide A) 
and bortezomib) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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cancer therapy in a colon cancer model 
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ABSTRACT : 

In the current study, we examine the effects of a novel proteasome inhibitor, 
INI* I 0052 (sal i nosporamide A), on proteasome function and nuclear 
factor-KB activation and evaluate its ability to enhance treatment 
response in colon cancer xenografts when administered orally. The effects of 
treatment on nuclear factor-KB activation, cell cycle regulation, and 
a pop t os i s wore determined The pharmacodynamic effect of XPI-0052 on 20S proteasome 
function was assayed in vivo following oral and i. v. drug administration and 
compared with treatment with bortezomib. The effect of combined treatment with 
chemotherapy was determined in a colon cancer xenograft model. We found that 
NPI-0052 is a potent, well-tolerated proteasome inhibitor that has 
pharmacodynamic properties distinct from bortezomib in that it achieves 
significantly higher and more sustained levels of proteasome inhibition. When 
combined with chemotherapy, NPI-0052 increases apoptosis and shifts cells 
toward G2 cell cycle arrest. When added to chemotherapy in vivo [using 
combinations of 5-fluorouracil (5-FU), CPT-11, Avastin (bevacizumab) , 
leucovorin, and oxaliplatin] , NPI-0052 significantly improved the tumoricidal 
response and resulted in a 1.8-fold increased response to CPT-11, 5-FU, and 
leucovorin triple-drug combination (P = 0.0002, t test), a 1.5-fold increased 
response to the oxaliplatin, 5-FU, and leucovorin triple-drug combination (P = 
0.013, t test), and a 2.3-fold greater response to the CPT-11, 5-FU, 
leucovorin, and Avastin regimen (P = 0.00057). The high level of proteasome 
inhibition achieved by NPI-0052 is well tolerated and significantly improves 
the tumoricidal response to multidrug treatment in a colon cancer xenograft 
model. Further evaluation of this novel proteasome inhibitor in clin. trials 
is indicated. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(NPI-0052-mediated improvement in tumoricidal response to multidrug 
treatment in colon cancer model) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT '■ 

[3.2. 0]-Bicycloheptanes I [Rl = H, halo, (un) substituted alkyl, etc.; R2 = H, 

halo, (un) substituted alkyl, alkenyl, etc.; R3 = halo, (un) substituted aryl, 

cycloalkyl, etc.; El~4 independently = (un) substituted heteroatom; with 

provisions] and derivs. thereof, are prepared and disclosed as having 

anti-cancer, anti-inflammatory, and anti-microbial properties. Thus, e. g. , II 

was prepared by iodination of fermentation product III. In assays of growth inhibition 

of human multiple myeloma, II for example demonstrated EC50 values (nM) of 5. 9 

and 3.2 resp. against RPMI 8226 and U266 cell lines. Pharmaceutical compns. 

comprising such compds. and methods of treating cancer, inflammatory 

conditions, and microbial infections with the disclosed compds. or the 

disclosed pharmaceutical compns. are also disclosed. 

IT 872360-1 1-7P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 872360-11-7 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o I 3. 2. 0 hrplanr 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4S, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 872360-17-3P 87236Q-18-4P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 

(Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 872360-17-3 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethvl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl]-5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




tie 



RN 872360-18-4 CAPLUS 

CN 6 Oxa 2 azab i eye I o I 3. 2. 0 ! hept ane 3,7 dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2P . Salinosporamide A 863126-95-8P 
872360-15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained via 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial in(Vrtions) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0" heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 
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Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




.CH2Br 



IT 823229-34-1P 823229-54-5P 823229-56-7P 
872360-22-0P 87236Q-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation) I THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc I ohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvc 1 ohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 



10/561, 711 



03/04/2011 




RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo [3. 2. 0]hept-4-yl] ethyl ester (CA 
INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-v I hvdroxvmet liv I 5 metliv] 4 propv] , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-12-8P 87236Q-13-9P 
872360-14-0P 872360-16-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity) I THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(preparation of salinosporamide A oxaazabicycloheptane analogs obtained 
fermentation process as proteinase inhibitors for treatment of cancer, 
inflammatory conditions, and microbial infections) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc lohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0J heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




RN 872360-16-2 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 
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ABSTRACT: 

A novel synthesis of salinosporamide A and compels, of formula I X, V 0, S, 
(substituted) CH, (substituted) NH; Rl = H, alkyl, cycloalkyl, etc. ; R2 = 
CH(0H)R4; R3 = H, halo, alkyl, cycloalkyl, etc. ; R4 = H, halo, alkyl, 
cycloalkyl, etc. | is provided. Sal inospoaroide A as well as structurally 
related natural products, omuralide and lactacystin, have been shown to be 
proteasome inhibitors. Therefore, these compds. as well as analogs of these 
natural products may be useful in the treatment of proliferative diseases such 
as cancer, autoimmune diseases, diabetic retinopathy, etc. The invention 
provides for the synthesis of salinosporamide A as well as analogs thereof 
using a convenient point for derivat ization of the bicyclic core. 
Pharmaceutical eompns. and method of using the inventive compds. are also 
provided. 

IT 823229-54-5P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(synthesis of salinosporamide A and analogs) 
RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-hydroxyethyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Y 



Rl 




Absolute stereochemistry. Rotation (-) . 
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IT 437742-34-2P , Salinosporamide A 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(synthesis of salinosporamide A and analogs for the treatment of 
proliferative diseases) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ABSTRACT : 

Title compds. I [X = (CH2)p; Rl = (un) substituted alkyl, alkenyl, alkynyl, 
acyl, etc. ; R2 = H, halo, (un) substituted alkyl, alkoxy, etc. ; R3 = halo, 
(un) substituted alkyl, alkenyl, acyloxy, etc. ; R14 = halo, N02, CN, etc. ; p = 
1-2; El, E3 and E4 = (un) substituted heteroatom; E2 = (un) substituted 
heteroatom or CH2] , and their pharmaceutically acceptable salts, are disclosed 
as useful Tor treating cancer. I are prepared via fermentation processes utilizing 
addnl. synthetic modifications to expand the scope of the analogs available. 
Numerous biol. assays are described, e. g. , I were tested for inhibition of 
chymotrypsin-like activity of rabbit muscle proteasomes with salinosporamide A 
(II) demonstrating EC50 value of 2.6 ±0.2 nM. 

IT 872360-1 1-7P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PRP 
(Properties) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(crystal structure; methods of using salinosporamide and analogs 
thereof derived via fermentation processes for treating cancer) 
RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0]heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
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(1R, 4S, 5S) 



(CA INDEX NAME) 



Absolute stereochemistry. 
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IT 823229-34-1P 87236Q-17-3P 

RL: BPN (Biosynthetic preparation) ; PAC (Pharmacological activity) ; RCT 
(Road an l) ; SI'N (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study); PREP (Preparation); RACT (Reactant or reagent); USES 
(Uses) 

(methods of using salinosporamide and analogs thereof derived via 
fermentation processes for treating cancer) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl) I I (IS) 2 eye 1 ohexen-l-ylcarbonyl] -5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 437742-34-2P 863126-95-8P 87236Q-15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(methods of using salinosporamide and analogs thereof derived via 
fermentation processes for treating cancer) 
RN 437742-34-2 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 823229-54-5P 823229-56-7P 
872360-12-8P 87236Q-13-9P 87236Q-14-QP 
872360-16-2P 87236Q-18-4P 87236Q-22-QP 
872360-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation) ', THU (Therapeutic use) ; BIOL (Biological study) ; 
PREP (Preparation) ; USES (Uses) 

(methods of using salinosporamide and analogs thereof derived via 
fermentation processes for treating cancer) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 
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Absolute stereochemistry. 




RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo[3.2. 0] heptane 3,7 dioiu', 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 823229-56-7 CAPLUS 

CN 6 Oxa 2 a/ah i eye I o| 3. 2. 0 | heptane 3,7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




RN 872360-16-2 CAPLUS 

CN 6 Oxa 2 a/.ab i eye I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-18-4 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




CII2CI 



RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S)-1-[(S) -(IS) -2-cyclohexen-l-ylhydroxymethyl] - 
5-methyl-3, 7-dioxo-6-oxa-2-azabicyclo[3. 2. 0]hept-4-yl] ethyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen 1 -vlhvdroxvme thvl o-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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2006:1081796 CAPLUS 
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A novel proteasome inhibitor NPI-0052 as an anticancer 
therapy 

Chauhan, D. ; Hideshima, T. ; Anderson, K. C. 
Department of Medical Oncology, The Jerome Lipper 
Multiple Myeloma Center, Dana Farber Cancer Institute, 
Harvard Medical School, Boston, MA, 02115, USA 
British Journal of Cancer (2006), 95(8), 961-965 
C0DEN: BJCAAl; ISSN: 0007-0920 
Nature Publishing Group 
Journal; General Review 
English 

lib/Velcade 



erged as an effect iv 
ticancer therapy for the treatment of relapsed and/or refractory multiple 
myeloma (MM), but prolonged treaimem can be associated with toxicity and 
dove I opmont ol' drug resistance. In this review, we discuss the recent 
discovery of a novel proteasome inhibitor, NPI-0052, that is distinct from 
Bortezomib in its chemical structure, mechanisms of action, and effects on 
proteasomal activities; most importantly, it overcomes resistance to 
conventional and liort e/,om i I) therapies. In vivo studies using human MM 
xenografts shows that NPI-0052 is well tolerated, prolongs survival, and 
reduces tumor recurrence. These preclin. studies provided the basis for 
Phase-I clin. trial of NPI-0052 in relapsed/refractory MM patients. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(proteasome inhibitor, NPI-0052 as anticancer therapy for treatment c 
relapsed/refractory multiple myeloma) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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OTHER SOURCE (S): MARPAT 145:369905 

ABSTRACT: 

The invention relates to methods of treating protein degradation disorders, such 
cellular proliferative disorders (e.g., cancer) and protein deposition 
disorders (e.g., neurodegenerative d i sordrrs) . The invention provides methods 
and pharmaceutical compns. for treating those diseases using aggrrsomo 
inhibitors or combinations of aggresome inhibitors and proteasome inhibitors. 
The invention further relates to methods and pharmaceutical compns. for 
treating multiple myeloma. New HDAC (histone deacetylase) /TDAC (tubulin 
deacetylase) inhibitors and aggresome inhibitors are also provided as well as 
synthetic methodologies for preparing these compds. 

IT 437742-34-2 , NPI-0052 

RL: PAC (Pharmacological activitv) ; THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(treatment of protein degradation disorders using protein degradation 
inhibitors in relation to cellular phenotype determination and screening and 
combination with other agents) 
RN 1:577 12 31 2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

4- (2-chloroethvl) -1- " (S) - (IS) -2-cvclohe X en-l-ylhydroxymethyl]-5-methyl-, 
(1R,4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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03/04/2011 
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DOCUMENT NUMBER: 145:241186 

TITLE: The proteasome inhibitor NPI-0052 is a more effective 

inducer of apoptosis than bortezomib in lymphocytes 
from patients with chronic lymphocytic leukemia 

AUTHOR(S): Ruiz, Stacey; Krupnik, Yelena; Keating, Michael; 

Chandra, Joya; Palladino, Michael; McConkey, David 

CORPORATE SOURCE: Department of Cancer Biology, The University of Texas 

M. D. Anderson Cancer Center, Houston, TX, 77030, USA 

SOURCE: Molecular Cancer Therapeutics (2006), 5(7), 1836-1843 

C0DEN: MCT0CF; ISSN: 1535-7163 

PUBLISHER: American Association for Cancer Research 

DOCUMENT TYPE: Journal 

LANGUAGE: English 

ABSTRACT : 

Proteasome inhibitors are potent inducers of apoptosis in isolated lymphocytes 
from patients with chronic lymphocytic leukemia (CLL) . However, the reversible 
proteasome inhibitor bortezomib (PS oil; Vclcadc) did not display substantial 
antitumor activity in CLL patients. Here, we compared the effects of 
bortezomib and a new irreversible proteasome inhibitor (NPI-0052) on 20S 
chymotryptic proteasome activity and apoptosis in isolated CLL cells in vitro. 
Although their steady-state (3 h) IC50s as proteasome inhibitors were similar, 
NPI-0052 exerted its effects more rapidly than bortezomib, and drug washout 
expts. showed that short exposures to NPI-0052 resulted in sustained 
(^24 h) 20S proteasome inhibition, whereas 20S activity recovered in 
cells exposed to even 10-fold higher concns. of bortezomib. Thus, brief (15 
min) pulses of NPI-0052 were sufficient to induce substantial apoptosis in CLL 
cells, whereas longer exposure times (^8 h) were required for commitment 
to apoptosis in cells exposed to equivalent concns. of bortezomib. Commitment to 
apoptosis seemed to be related to caspase-4 activation, in that cells exposed 
to bortezomib or NPI-0052 could be saved from death by addition of a selective 
caspase-4 inhibitor up to 8 h after drug exposure. Our results show that 
NPI-0052 is a more effective proapoptotic agent than bortezomib in isolated CLL 
cells and suggest that the chemical properties of NPI-0052 might also make it an 
effective therapeutic agent in CLL patients. 

IT 437742-34-2 . NPI-0052 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(proteasome inhibitor NPI-0052 is a more effective inducer of apoptosis 
than bortezomib in lymphocytes from patients with chronic lymphocytic 
leukemia) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azab i eye I o I 3. 2. 0 heptane 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




CH2C1 
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DOCUMENT NUMBER: 145:335821 

TITLE: A concise total synthesis of salinosporamide A 

AUTHOR(S): Mulholland, Nicholas P.; Pattenden, Gerald; Walters, 

Iain A. S. 

CORPORATE SOURCE: School of Chemistry, University of Nottingham, 

Nottingham, NG7 2RD, UK 
SOURCE: Organic & Biomolecular Chemistry (2006), 4(15), 

2845-2846 

C0DEN: 0BCRAK; ISSN: 1477-0520 
PUBLISHER: Royal Society of Chemistry 

DOCUMENT TYPE: Journal 
LANGUAGE: English 
OTHER SOURCE (S): CASREACT 145:335821 

GRAPHIC IMAGE: 



0 0 

X /\ 0CH2Ph 0CH2Ph 
H 3 C-^ H0 A Me d 

HN A 0 Me0 2 C. 
Me02C^C02Me I Me0 2 c ' 

0CH2Ph 



TMS0, Me _ 
Me02C ik 

I'M I! 
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ABSTRACT : 

A concise and straightforward 14-step total synthesis of (±) -salinosporamide 

A, based on a diastereoselective acid-catalyzed intramol. cyclization of I to 

the pyrrolidinone II, and a regioselective reduction of the malonate derivative III (R 

= C02Me) to the aldehyde III (R = CH0) , is described. 

IT 909569-43-3P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(stereoselective synthesis of salinosporamide A via diastereoselective 
acid-catalyzed intramol. cyclization to a pyrrolidinone and 
regioselective reduction of a malonate) 
RN 909569-43-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (1R) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1S.4S, 5R)-rel- (CA INDEX NAME) 

Relative stereochemistry. 
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ABSTRACT : 

Sal [nosporamide A [ (R - CI) and its analogs were prepared for therapeutic use in 

the treatment of cancer, inflammatory conditions, and/or infectious disease. I 

was prepared via a fermentation process using strain CNB476 or strain NPS21184. I and 

related bicyclic 0-lactones recovered from the fermentation process were 

subsequently converted to other 0-lactone derivs. , such as I (R = H, Br, 

iodo, Me) and II. The prepared 0-lactones were extensively tested for 

anticancer, anti-inflammatory and antibacterial activity. 
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IT 823229-34-1P 87236Q-17-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 

(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
3-lactones Tor use in ant i cancer pharmaceutical compns. ) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen 1 v I hvdroxvmei hv I ' "4- (2-iodoethvl) -o-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbony 1] -5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 437742-34-2P . Salinosporamide A 863126-95-8P 
872360-15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant); THU (Therapeutic use); BIOL (Biological study); PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
3-lactones for use in anti-cancer pharmaceutical compns. ) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute st ereoehemisi rv. Rotation (-) . 
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RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-ethyl-5-methyl- (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-54-5P 823229-56-7P 87236Q-18-4P 
872360-22-0P 87236Q-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(SvnlhiMiV preparation); Till (Thrraprut i c use); BIOL (Biological study); 
PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for use in anti cancer pharmaceutical compns. ) 
RN 823229-54-5 CAPLUS 

("\ (i 0\a L> azab i eve I o 3. 2. 0 lieptane 3, 7 dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6 Oxa 2 azab i eye I o 3.2.0 heptane 3,7 clione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabieyelo [3. 2. 0] hept-4-yl] ethyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-11-7P 87236Q-12-8P 
872360-13-9P 87236Q-14-QP 87236Q-16-2P 

RL: BPN (Biosyni hoi ie propa ra t i on) ; PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of salinosporamide A and analogous [3.2.0] bicyclic 
0-lactones for use in anti cancer pharmaceutical compns. ) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cvclohexen-l-vlhvdroxvmethvl"-4, 5-dimethvl-, (1R, 4R, 5S)~ 
(CA INDEX NAME) 
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RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl- 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-13-9 CAPLUS 

CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 (Hone, 

l-[(S)-(lS)-2-cyclohexen 1 v I hvdroxvmet hv] I, 5 climot hv J , (1R.4S.5S)- 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-chloroethyl)-l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




RN 872360-16-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




OS. CITING REF COUNT: 3 THERE ARE 3 CAPLUS RECORDS THAT CITE THIS RECORD 
(4 CITINGS) 

REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L6 ANSWER 148 OF 169 CAPLUS COPYRIGHT 2011 ACS ( 



ST\ 



.(TLSSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



INVENTOR (S) : 
PATENT ASSIGNEE (S) : 
SOURCE: 

DOCUMENT TYPE: 
LANGUAGE: 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 

WO 2006060819 
WO 2006060819 

W: AE, AG, AL 
CN, CO, ~ 
GE, GH, 



2006:542726 CAPLUS 
145:40243 

Dehydroxymethylepoxyquinomicin (DHMEQ) as a 
sensitizing agent for therapy of resistant cancer 
cells 

Bonavida, Benjamin 

The Regents of the University of California, USA 

PCT Int. Appl. , 61 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



KZ, LC, LK, LR, LS, 
MZ, NA, NG, NI, NO, 
SG, SK, 



KIND DATE 

A2 20060608 
A3 20070920 
AM, AT, AU, AZ, BA, 
CU, CZ, DE, -~ 
HR, HU, ID, 



APPLICATION NO. 



TO 2005-US44170 



20051205 



VN, YU, 



SL, SM, 

ZA, 



BG, BR, BW, BY, BZ, CA, CH, 

DK, DM, DZ, EC, EE, EG, ES, FI, GB, GD, 

IL, IN, IS, JP, KE, KG, KM, KN, KP, KR, 

LT, LU, LV, LY, MA, MD, MG, MK, MN, MW, MX, 

NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, 

TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, 



RW: AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR, GB, GR, HU, IE, 
IS, IT, LT, LU, LV, MC, NL, PL, PT, RO, SE, SI, SK, TR, BF, BJ, 
CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG, BW, GH, 
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ABSTRACT : 

The invention identifies DHMEQ as a sensitizing agent for therapy (e.g., 
chemotherapy, hormonal therapy, radiotherapy and immunotherapy) of resistant 
and sensitive cells. The invention provides methods for treating drug- and 
immunotherapy-sensitive cancers and treating drug- and immunotherapy-resistant 
cancers with DHMEQ or structurally similar compds. either alone or in 
combination with chemotherapy, hormonal therapy, radiotherapy and immunotherapy 
agents. Compound preparation is described. 

IT 437742-34-2 , Salinosporamide A 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 
(dehydroxymethylepoxyquir 
resistant cancer cells) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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OTHER SOURCE (S): MARPAT 145:21145 

GRAPHIC IMAGE: 




ABSTRACT : 

Disclosed herein are compns. and methods for treating neoplastic diseases, 
e. g. , effective against multiple myeloma cells resistant to conventional and 
bortezomib treatment. The compns. comprise a compound of formula (I) (X = Br, 
CI, F, I). Furthermore, combination treatment with two different proteosome 
inhibitors is shown to be synergistic for treating multiple myeloma. Thus, NPI 
0052 inhibited in a dose-dependent manner chymotrypsin-like activity of 20S 
proteasome in whole blood cells of mice after a single i.v. or oral 



10/561, 711 



03 04 2011 



administration. Also, NPI 0052 induced apoptosis in human multiple myeloma 
(MM) cells sensitive and resistant to conventional and bortezomib therapies. 
The IC50 of the compound for MM cells was within the nanomolar concentration 

IT 437742-34-2 . NPI 0052 823229-08-9 

823229-10-3 823229-12-5 823229-14-7 
823229-34-1 872360-15-1 889457-14-1 

RL: DMA (Drug mechanism of action); PAC (Pharmacological activity); THU 
(Therapeutic use) ; BIOL (Biological study) ; USES (Uses) 

(prot eo.some inhibitors and other antitumor agents for treating 
neoplastic diseases) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 823229-08-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- (2-cyclohexen-l-ylhydroxymethyl) -4- (2-f luoroethyl) -5-methyl- (CA INDEX 
NAME) 




RN 823229-10-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- (2-cyclohexen-l-ylhydroxymethyl) -5-methyl- (CA INDEX 
NAME) 




RN 823229-12-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- (2-cyclohexen-l-ylhydroxymethyl) -5-methyl- (CA INDEX 
NAME) 
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J e CH 2 -CH 2 Br 



RN 823229-14-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- (2-cyclohexen-l-ylhydroxymethyl) -4- (2-iodoethyl) -5-methyl- (CA INDEX 



CH2-CH2I 



RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



NAME) 





:H-n0H 





H 



OH 



0 




RN 889457-14-1 CAPLUS 
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CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -A- (2-f luoroethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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An a-methylenepyrrolidinone bearing all the functionalities am 
eonfigurat ions of an advanced intermediate in the synthesis of 
A and analogs was synthesized from Me pyroglutamate through regio- 
stereoselect ive N-methylnitrone cycloaddn. 
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ABSTRACT: 

The crystal structures of the yeast 20S proteasome core particle (CP) in 
complex with Salinosporamides A (NPI-0052; 1) and B (4) were solved at <3 A 
resolution Each ligand is covalently bound to ThrlOY via an ester linkage 
to the carbonyl derived from the P-lactone ring of the inhibitor. In the 
case of 1, nucleophilic addition to the P-laetone ring is followed by addition 
of C-30 to the chloroethyl group, giving rise to a cyclic ether. The crystal 
structures were compared to that of the omuralide/CP structure solved 
previously, and the collective data provide new insights into the mechanism of 
inhibition and irreversible binding of 1. Upon opening of the P-lactone 
ring, C-30 assumes the position occupied by a water mol. in the unligated 
enzyme and hinders deacylation of the enzyme-ligand complex. Furthermore, the 
resulting protonation state of ThrlNH2 deactivates the catalytic N-terminus. 

IT 863126-95-8D , Salinosporamide B, complexes with 20S proteasome 
RL: PRP (Properties) 

(NPI 0047; crystal structures of salinosporamides A and B in complex 
with 20S proteasome address mol. basis of Thrl-associated P-lactone 
ring opening and irreversible binding) 

RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




437742-34-2D , Salinosporamide A, complexes with 20S prote; 

RL: PRP (Properties) 

(crystal structures of salinosporamides A and B in complex with 20S 
proteasome address mol. basis of Thrl-associated p-lactone ring 
opening and irreversible binding) 
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6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

4- (2-chloroethyl ) I (S) (IS) 2 cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

The reaction of acryloyl chloride with the amino ketone I in the presence of 
pyridine produces bicyclic P-lactones rather than the corresponding 
acrylamide, which can be the major product under other conditions and which is 
an intermediate for the synthesis of salinosporamide A. 

IT 437742-34-2P , Salinosporamide A 

RL: PNU (Preparation, unclassified); PREP (Preparation) 

(novel bicyclization reaction leading to a fused P~lactone) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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ABSTRACT : 

2-Pyrrolidone derivs. , such as I [Rl = H, halogen, alkyl, alkenyl, alkynyl 
aryi, heterocyclyl, cycloalkyl, etc.; R2 -- H, alkyl, alkenyl, alkynyl, 
cycloalkyl, cycloalkenyl, heterocyclyl ; R3 = H, alkyl, alkenyl, alkynyl, etc.; 
R4 = H, alkyl, alkenyl, alkynyl, aryl, heterocyclyl, etc. ; R5 = H, alkyl, 
alkenyl, alkynyl, cycloalkyl, heterocyclyl; R6 = OR, SR, NRR' ; R, R' = H, 
alkyl, alkenyl, alkynyl, cycloalkyl, cycloalkenyl, heterocyclyl; R5R6 = bond], 
were prepared for use as argochems. for the control of insects and 
phytopathogenic plant fungi. Thus, 4R-hexyl-3S-hydroxy-2R- (lS-hydroxy-2- 
methylpropyl) -3-methyl-5-oxopyrrolidine-2-carboxylic acid (II) via a multistep 
synthesis starting from Me 5S-isopropyl-2-phenyl-4, 5-dihydro-l, 3-oxazole-4R- 



carboxylate and Me 2-acetyloctanoate. The prepared pyrrolidones were tested for 
activity against Podosphaera leucotricha, Venturia inaequalis, Botrytis 
cinerea, Phytophthora infestans, and Spodoptera frugiperda. 
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RN 1044998-84-6 CAPLUS 

CN 6 ()xa 2 azabioyclo[3. 2. 0] heptane-3, 7-dione, 

l-[(R)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, (1R, 4R, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. 



' (CH2) i 



RN 1044998-85-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-5-methyl-, 
(CA INDEX NAME) 

Absolute stereochemistry. 




(CH2) £ 



WW 10-1-1998 SB 8 ('API. I S 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-5-methyl-, (IS, 4R, 5R) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1044998-93-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



RN 1044998-94-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



*(CH 2 )r 



RN 1044998-95-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 




(CH2)5^ 



RN 1044998-96-0 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 
HOl . Ph 



Me 



*(CH 2 )^ 



RN 1044999-00-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 



Absolute 



st rv. 



RN 1044999-01-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 



10/561,711 03/04/2011 

4- (2-chloroethyl) -1- [ (S) -hydro X yphenylmethyl]-5-methyl-, (IS, 4R, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1044999-02-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -l-(hydroxyphenylmethyl)-5-methyl- (CA INDEX NAME) 




RN 1044999-06-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) -hydroxyphenylmethyl] -5-methyl-, (IS, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 
HOi^Ph 



RN 1044999-08-7 CAPLUS 

CN 6 Oxa 2 azab i eye I o I 3. 2. 0 hoplanr 3,7 dionr, 

4- (2-bromoethyl) -l-[(S)-hydroxvpluMiv I m ( Mhv I omrthvl , (1R, IS, oS) (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1044999-11-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

I KS) hvdroxvphenvlmethv] -4- (2-iodoethvl) -5-methvl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 



Absolute stereochemistry. 



o. i 
_s| r| 



RN 1044999-13-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydro X yphenylmethyl]-4-(2-iodoethyl)-5-methyl-, (IS, 4R, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 

HO ^Ph 

0 N 



RN 1044999-14-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(hydroxyphenylmethyl)-4-(2-iodoethyl)-5-methyl- (CA INDEX NAME) 




RN 1044999-19-0 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 01 heptane 3,7 dione, 

4-(2-hydroxyethyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (1R, 4S, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 

HO Ph 
n of 



S 1 



Oil 



RN 1044999-21-4 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2.0] heptane-3, 7-dione, 

1 (2 hy(l]-oxyethyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (IS, 4S, 5R)- (CA 
INDEX NAME) 



Absolute stereochemistry. 



r| _ 

0H 



Absolute stereochemistry. 
HOl .Ph 



RN 1044999-26-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 
HOl 



RN 1044999-27-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-butyl-l-(hydroxyphenylmethyl)-5-methyl- (CA INDEX NAME) 



Ph 
HO-CH 



RN 1044999-31-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-ethyl-l- [ (S) -hydroxyphenylmethyl] -5-methyl-, (1R, 4S, 5S) - 
NAME) 

Absolute stereochemistry. 

HO Ph 

0. V B n 



RN 1044999-33-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0" heptane-3, 7-dione, 

4-ethyl-l- [(S) -hydroxyphenylmethyl] -5-methyl-, (1S,4S,5R)- 
NAME) 

Absolute si ereochemi si ry. 
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RN 1044999-35-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-5-methyl-4-propyl-, (1R.4R.5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 



RN 1044999-38-3 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-5-methyl-4-propyl-, (IS, 4R, 5R)- (CA INDEX 
NAME) 

Absolute stereochemistry. 





110 



Me 



Pr-n 



RN 1044999-39-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 
1- (hydroxyphenylmethyl) -5-methyl-4-propyl- 



(CA INDEX NAME) 




RN 1044999-44-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1 (',] eh I oi.'opropy I ) -1- [ (S) -hydroxyphenylmethyl] -5-methyl- 
INDEX NAME) 



(1R, 4S, 5S) 



(CA 



Absolute stereochemistry. 



HO Ph 



RN 1044999-45-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0]heptane-3, 7-dione, 

4- (3-chloropropvl) - 1- " (S) -hvdroxvphenylmethyl]-5-methyl-, (IS, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



^<CH 2 )3 



Absolute stereochemistry. 
H0^ 



1044999-51-0 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



HO ^Ph 

0 K S 1 



RN 1044999-56-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) liydroxypheny I mot hy] ] -5-methyl-4- [2- (1-oxopropoxy) ethyl] - 
(1S.4S, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 
HO^Ph 

Qx s\ H 
"it 



Me 

RN 1044999-57-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0J heptane-3, 7-dione, 

1 (S) hvdroxvphenvlmethv] -5-methvl-4- 2- (l-oxopropoxv) ethvl - 
(1R.4S.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 
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RN 1044999-62-3 CAPLUS 

CN 6 Oxa 2 azabievclo[3. 2. 0]heptane-3, 7-dione, 

4-he X yl-5-methyl-l-(phenylmethyl)-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



Ph. 




RN 1044999-64-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-hexyl-5-methyl-l-(phenylmethyl)-, (IS, 4R, 5R) - (CA INDEX NAME) 

Absolute stereochemistry. 



Ph 




RN 1044999-65-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-hexyl-5-methyl-l-(phenylmethyl)- (CA INDEX NAME) 



Ph-CH2 




RN 1044999-66-7 CAPLUS 

CN 6 Oxa 2 azab i eve I o 3.2.0 heptane 3,7 (Hone, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-, (1R, 4S, 5S) - 
INDEX NAME) 

Absolute stereochemistry. 




RN 1044999-67-8 CAPLUS 

CN 6-0xa-2-azabicyclo _3. 2. 0_heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-. 
INDEX NAME) 

Absolute stereochemistry. 



(1S.4S.5R)- (CA 



(CH2) € 



RN 1044999-68-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I 00 (IS) 2 eye I ohexen 1 v 1 hvd roxvme t liv 1 -1 licxv 1 , 
INDEX NAME) 

Absolute stereochemistry. 



(1R.4S.5S)- (CA 




(CH2) € 



RN 1044999-69-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-hexyl-, (IS, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



(CH 2 )5' 



RN 1044999-78-1 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 



_s| rJ 



' (CH 2 )5^ 



RN 1044999-79-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



HO Ph 

0. V J 



_R Rl 



(CH 2 )5^ 



RN 1044999-80-5 CAPLUS 

CN INDliX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 




(CH 2 )S" 



1044999-81-6 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 
HOl , Ph 



RN 1044999-82-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1 hrxyl 1 (hvdroxvph^nvliTuMhvl) (CA I \I)EX \A\IE) 




RN 1044999-88-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-hexyl-l- (phenylmethyl) 
(1R, 4S, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1045000-71-2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]hept ane 3,7 dione, 4-hexvl-l- (phenvlmethvl) 
(1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



D-_sT Me 
^(CH 2 )r 



RN 1045000-72-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1~ [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4-pentyl-, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045000-73-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2- eye I ohexen I y I hydroxvmethyl]-5-methyl-4-pentyl-, 
(1S.4S, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045000-74-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4-pentyl-, 
(1R, 4S, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



*(CH 2 )f 



RN 1045000-75-6 CAPLUS 

CN « Oxa 2 azal)iryclo[3. 2. 0]heptane-3, 7-dione, 

l-[(R)-(lS)-2-cyclohexen 1 v I livdroxvmiM liv I 5 mothvl 4-pentyl-, 
(1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 




(CH2)f 



RN 1045000-84-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-5-methyl-4-pentyl-, (1R.4R, 5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 




(CH2)f 



RN 1045000-85-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) hy(li-()xvpl]iM)vlmiMhvl]-5-methyl-4-pentyl-, (1S,4R,5R)- (CA INDEX 
NAME) 

Absolute stereochemistry, 
un Pb 



Yr 



' (CH 2 )f 



Me 



1045000-86-9 CAPLUS 

6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-5-methyl-4-pentyl-, (1R,4R,5S)- (CA INDEX 
NAME) 



Absolute stereochemistry. 



HO Ph 



RN 1045000-87-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I (R) hvdroxvphenvlmethvl 5met.hv] 4-pentv] , (IS, 4R, 5R)- (CA INDEX 
NAME) 

Absolute stereochemistry. 
HO ,Ph 

\le 

(CH2)f 



RN 1045000-88-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(hydroxyphenylmethyl)-5-methyl-4-pentyl- (CA INDEX NAME) 




(CH2)4-Me 



RN 1045000-94-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

5 methyl 1 pon 1 y I 1 (phenv 1 miM hv 1 ) , f 1 R, 4S, 5S) - (CA INDEX NAME) 



Absolute stereochemistry. 




RN 1045000-95-0 CAPLUS 

CN 6 Oxa 2 a/ab i eve I o 3.2.0 heptane 3,7 dione, 

5-methyl-4-pentyl-l-(phenylmethyl)-, (1S,4S,5R)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



RN 1045000-96-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 



10/561,711 03/04/2011 Page 342 

1- [ (S) - (IS) -2-cyclohe X en-l-ylhydro X ymethyl]-4-pentyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1045000-97-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 eyelohexen 1 v 1 hvd roxvme t liv I -1 ponlvl , (IS, tR,oR) (CA 
INDEX NAME) 

Absolute stereochemistry. 




Mr 



RN 1045000-98-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-pentyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1045000-99-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-(lS)-2-cyclohexen-l-ylhvdroxvmethv] 1-pentv] , (IS, 4R, 5R) - (CA 
INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1045001-08-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydro X yphenylmethyl]-4-pentyl-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045001-09-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-4-pentyl- (1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045001-10-2 CAPLUS 

CN 6 Oxa 2 a/.ab ieye I o [ 3. 2. 0 i hrp1 anr 3,7 dione, 

l-[(R)-hydroxyphenylmethyl]-4-pentyl-, (1R, 4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



HO Ph 




RN 1045001-11-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-pentyl-, (1S,4S,5R)- (CA INDEX NAME) 



Absolute stereochemistry. 



(CH 2 )f 



RN 1045001-17-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0]heptane-3, 7-dione, 4-pentyl-l- (phenylmethyl) -, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



Me 

(CH2)f 



RN 1045001-18-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-pentyl-l- (phenylmethyl)-, 
(1S.4R.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



" (CH 2 )f 



RN 1045001-19-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 I heptane-3, 7-dione, 4-pentyl-l- (phenylmethyl) - 
(CA INDEX NAME) 




(CH2)4-Me 



RN 1045001-27-1 CAPLUS 

CN 6 Oxa 2 azabicvclo 3.2.0 heptane 3,7 dione, 

l-[(S)-hydroxyphenylmethyl]-4, 5-dimethyl-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 

HO^Ph 

0s s\ H .0 



RN 1045001-28-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1S,4R,5R)- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 1045001-29-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) -hydro X yphenylmethyl]-4, 5-dimethyl-, (1R, 4R, 5S) - (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1045001-30-6 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1S,4R,5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



ho. 



RN 1045001-36-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4, 5-dimethyl-l-(phenylmethyl)-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045001-37-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4, 5-dimethyl-l-(phenylmethyl)-, (IS, 4R, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



I»h 




RN 1045001-38-4 CAPLUS 



6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 4, 5-dimethyl-l-(phenylmethyl) - 
(CA INDEX NAME) 



Ph-CH2 




Me 



RN 1045001-44-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydro X yphenylmethyl]-4-methyl-, (1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045001-45-3 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane 3,7 dione, 

l-[(S)-hydroxyphenylmethyl]-4-methyl-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045001-46-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-methyl-, (1R, 4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



lie 



RN 1045001-47-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-methyl-, (1S,4S,5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



HO ^Ph 
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RN 1045001-48-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(hydroxvphenvlmethvl)-4-methvl- (CA INDEX NAME) 



Ph 

ho-ch 




RN 1045003-06-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, (1R, 4S, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045003-07-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, (IS, 4S, 5R) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 1045003-08-4 CAPLUS 

CN 6 Oxa 2 a/ab i eve I o 3.2.0 heptane 3,7 dione, 

l-[(R)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, (1R, 4S, 5S) 
(CA INDEX NAME) 



Absolute stereochemistry. 



<-\ 

X ■ 

^^(CH 2 )jf 



RN 1045003-16-4 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
HO Ph 



""' (CH2)5^ 

RN 1045003-17-5 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
HOi^Ph 

Q. sTJ 0 



• (CH2)S" 



RN 1045003-18-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



HO Ph 

0. R\" H 



' (CH 2 )5^ 



RN 1045003-19-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute ste: 



HO Ph 

0 x R\" 



RN 1045003-20-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 
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Ph 




RN 1045003-24-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -hydroxyphenylmethyl]-5-methyl- ( (4S, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




CH2C1 



RN 1045003-25-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4 (2-chloroethyl) I [ (S) -hydroxyphenylmethyl]-5-methyl-, (1S.4S.5R)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




Mr 



RN 1045003-29-9 CAPLUS 

CN ft Oxa 2 axabicyelo|3.2. 0 hrpianr 3,7 dionr, 

4-(2-bromoethyl)-l-[(S)-hydroxv|)l)rM]vlmrMhvl 5 methyl-, (1R,4R,5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1045003-31-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

4-(2-bromoethyl) 1 (S) hvdroxvphenylmethyl]-5-methyl-, (1S,4R,5R)- (CA 
INDEX NAME) 



Absolute stereochemistry. 



RN 1045003-32-4 CAPLUS 

CN 6 Oxa 2 azabicyclo[3. 2. 0]heptane-3, 7-dione, 

4-(2-bromoethyl)-l-(hydroxyphenylmethyl)-5-methyl- (CA INDEX NAME) 




RN 1045003-37-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl | 1 (2-iodoethyl) -5-methyl-, (1R.4S, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1045003-38-0 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]ho|)tane 3,7 dione, 

l-[(S)-hydroxyphenylme1 hyl]-4- (2-iodoethyl) -5-methyl-, (IS, 4S, 5R)- (CA 
INDEX NAME) 

Absolute stereochemistry. 



/CH 2 I 



RN 1045003-44-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-methy 1-1- (phenylmethyl) 
(1R, 4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 1045003-45-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-methyl-l- (phenylmethyl) -, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



Ph^ 




RN 1045003-46-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-methyl-l- (phenylmethyl) -, 
(1S.4R, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 1045003-47-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-methyl-l- (phenylmethyl) -, 
(IS, IS, 5K) (CA INDEX NAME) 

Absolute stereochemistry. 



I'll 




RN 1045003-48-2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]hepiane 3,7 dione, 1 mctlivi-1- (phenylmethyl) - 
(CA INDEX NAME) 



Ph-CH2 




RN 1045004-20-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-hydroxyethyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 
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HO Ph 




o 

Me 



OH 



RN 1045004-21-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(2-hydroxyethyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (IS, 4R, 5R)- (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1045004-22-5 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

4-(2-hydroxyethyl)-l-(hydroxyphenylmethyl)-5-methyl- (CA INDEX NAME) 




Mo 




RN 

CN 



1045004-27-0 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 




RN 

CN 



1045004-28-1 CAPLUS 

INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 




RN 1045004-33-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-ethyl-l-;(S)-hydroxyphenylmethyl]-5-methyl-, (1R,4R,5S)- (CA INDEX 



NAME) 

Absolute stereochemi si ry. 
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RN 1045004-34-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1 (-1 hy I I (S) livdi-oxvplM-nvlm.Mlivl 5 mothvl , (IS, 4R,5R) (CA INDEX 
NAME) 

Absolute stereochemistry. 

H( V ph H 

SY 11 



RN 1045004-35-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-ethyl-l-(hydroxyphenylmethyl)-5-methyl- (CA INDEX NAME) 



Ph 
H0-CH 




RN 1045004-40-7 CAPLUS 

CN 6 Oxa 2 azab i eye I o | 3. 2. 0 i hep1 anr 3,7 dionr, 

l-[(S)-hydroxyphenylmethyl]-5-methyl-4-propyl-, (IS, 4S, 5R) - (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 1045004-41-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0" heptane-3, 7-dione, 

1 (S) hvdj-oxvphenvimethvl]-5-methyl-4-propyl- ( (1R.4S, 5S)- (CA INDEX 
NAME) 



Absolute stereochemisi ry. 



K 

L 



RN 1045004-45-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4-(3-chloropropyl)-l-[(S)-hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 1045004-47-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (3-chloropropyl) -1- [ (S) -hydroxypheny lmethy 1] -5-methy 1-, (IS, 4R, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 

HOi^Ph 

0. S\ J n 



CI 



' (CH 2 )lf 



RN 1045004-48-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (3-chloropropyl) -1- (hydroxypheny lmethyl) -5-methy 1- (CA INDEX NAME) 



l»h 

H0-CH 

0, \ 



(CH 2 ) 3 -C1 



RN 1045004-53-2 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemistry. 



if 



X 



(CH2) 4 



CI 



RN 1045004-54-3 CAPLUS 



CN INDEX NAME NOT YET ASSIGNED 
Absolute stereochemi si ry. 



(CH2)£ 



RN 1045004-59-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-[(S) - hydroxyphenylmethyl]-5-methyl-4-[2-(l-oxopropoxy) ethyl] - 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
HOL ^Ph 



RN 1045004-60-1 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2.0] heptane 3,7 dione, 

I | (S) hyclfoxyplictiy I methyl | 5 methyl 1 |2 (1 oxopropoxy) ethyl] - 
(1S.4R.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 
HO Ph 

0 



RN 1045004-62-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(hydroxyphenylmethyl) 5 me thy 1-4- [2- (1-oxopropoxy) ethyl] - (CA INDEX 
NAME) 




RN 1045004-67-8 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0 heptane-3, 7-dione, 

4-hexyl-5-methyl-l-(phenylmethyl)-, (1R.4S.5S)- (CA INDEX NAME) 



Absolute stereochemi st ry. 



(CH 2 )^ 



RN 1045004-68-9 CAPLUS 

CN 6 Oxa 2 azab i rvelo [3. 2. 0] heptane-3, 7-dione, 

4-he X yl-5-methyl-l-(phenylmethyl)-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



J Me 
^(CH 2 )5^ 



RN 1045004-69-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-, 
INDEX NAME) 

Absolute stereochemistry. 



(1R,4R,5S)- (CA 




(CH 2 )5" 



RN 1045004-70-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I I (S) (IS) 2 eye I olioxon 1 v 1 hvd roxvmrM hv 1 1 hoxv] . 
INDEX NAME) 

Absolute stereochemistry. 



(1S.4R.5R)- (CA 



' (CH 2 ) i 



1045004-71-4 CAPLUS 

6-0xa-2-azabicyclo[3.2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl- 

INDEX NAME) 



(1R.4R, 5S)- (CA 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1045004-72-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-he X yl-, (IS, 4R, 5R) - 
INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 1045004-81-6 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




RN 1045004-82-7 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 




RN 1045004-83-8 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 



Absolute stereochemisi ry. 



10/561, 711 



03 04 2011 



-Z M, 
^(CH 2 )!f 



RN 1045004-84-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 

HO .Ph 

o^X^J o 

Q— j Me 
^(CH 2 )|f 




I 

RN 1045004-90-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 4-hexyl-l- (phenylmethyl) 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



RN 1045004-91-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 4-hexyl-l- (phenylmethyl) 
(1S,4R, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 

H „ 

Me 

(CH 2 )^ 

H 

RN 1045004-92-9 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 4-hexyl-l- (phenylmethyl) 
INDEX NAME) 



RN 1045004-93-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4-pentyl- 
(1S.4R.5R)- (CA INDEX NAME) 



10/561,711 03/04/2011 

Absolute stereochemistry. 
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S 



H 




OH 



,0 



Me 



(CH 2 )4" 



Me 



RN 1045008-27-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-(lS)-2-cyclohexen-l-v I hvdroxvmiM hv I o mctlivl -1 pent v I , 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 




.0 



(CH 2 )^ 



Mo 



RN 1045008-28-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (R) " (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4-pentyl-, 
(1S.4R.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1045008-37-4 CAPLUS 

CN 0 Oxa 2 azabievHo 3.2.0 heptane 3,7 dione, 

l-[(S)-hydroxyphenylmethyl]-5-methyl-4-pentyl-, (1R,4S,5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 
HO Ph 




" (CH2)4" 



Me 



Me 




RN 



1045008-38-5 CAPLUS 



10/561,711 03/04/2011 Page 360 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxvphenvlmethvl"-5-methvl-4-pentyl-, (1S.4S.5R)- (CA INDEX 
NAME) 

Absolute stereochemistry. 




Mr 



RN 1045008-39-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (R) hydroxvph.MivlrnM hvl ;-5-methyl-4-pentyl- (1R,4S,5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. 



H0^ . Ph 




RN 1045008-40-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (R) hydmxvphrnvlm.Mhvl 5 m.Mlivl lpentyl-, (1S,4S,5R)- (CA INDEX 
NAME) 

Absolute stereochemistry. 



HO , Ph 




RN 1045008-46-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

5-methyl-4-pentyl-l-(phenylmethyl)-, (1R, 4R, 5S) - (CA INDEX NAME) 

Absolute stereochemistry. 



Ph^ 




RN 1045008-47-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

5-methyl-4-pentyl-l-(phenylmethyl)-, (1S,4R,5R)- (CA INDEX NAME) 



Absolute stereochemistry. 



J. J 

(CH 2 )f 



RN 1045008-48-7 CAPLUS 

CN 6 Oxa 2 a/.abicvclo[3. 2. 0] heptane-3, 7-dione, 

5-methyl-4-pentyl-l-(phenylmethyl)- (CA INDEX NAME) 




RN 1045008-49-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-pentyl-, (1R, 4S, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




(CH 2 )f 



RN 1045008-50-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-pentyl-, (IS, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



ii ... o :: 

a s\ 



Me 

(CH 2 )4" 



RN 1045008-51-2 CAPLUS 

CN 6-0xa-2-azabicyclo~3. 2. 0" heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyc lohexen- 1-y lhydroxymethyl] -4-pentyl-, (1R, 4S, 5S) - (CA 
INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 
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(CH2)^ 



Me 



RN 1045008-52-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohe X en-l-ylhydroxymethyl]-4-pentyl-, (IS, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 



RN 1045008-61-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-4-pentyl-, (1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1045008-62-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-4-pentyl-, (1S.4R, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1045008-63-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-pentyl-, (1R,4R,5S)- (CA INDEX NAME) 





110 



J'h 



Mo 




Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1045008-64-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydro X yphenylmethyl]-4-pentyl-, (1S,4R,5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



HO Ph 

11 



RN 1045008-65-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(hydroxyphenylmethyl)-4-pentyl- (CA INDEX NAME) 




RN 1045008-71-6 CAPLUS 

CN 6 Oxa 2 a/,ab i eye J.o [ 3. 2. 0] heptane-3, 7-dione, 4-pentyl-l- (phenylmethyl) 
(1R.4S, 5S)- (CA [NDEX NAME) 

Absolute stereochemistry. 




RN 1045008-72-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 4-pentyl-l- (phenylmethyl) 
(1S.4S, 5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1045008-80-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 



10/561, 711 03 04 2011 

l-[(S)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1R.4S.5S)- (CA INDEX NAME) 
Absolute stereochemistry. 



HCL^Ph 

q „ i! 



lie 



RN 1045008-81-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



lie 



RN 1045008-82-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
HO .Ph 

Qs X S .n 



RN 1045008-83-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl] -4, 5-dimethyl-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



1045008-84-1 CAPLUS 

6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 
l-(hydroxyphenylmethyl) -4, 5-dimethyl- (CA INDEX NAME) 



Ph 
H0-CH 



RN 1045008-90-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4, 5-dimethyl-l-(phenylmethyl)-, (1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



RN 1045008-91-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4, 5-dimethyl-l-(phenylmethyl)-, (1S.4S.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 
Ph 



Me 

RN 1045008-99-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-methyl-, (1R,4R,5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
HO .Ph 

°w X .A 



RN 1045009-00-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-hydroxyphenylmethyl]-4-methyl-, (1S.4R.5R)- (CA INDEX NAME) 

Absolute stereochemistry. 



1045009-01-5 CAPLUS 

6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

l-[(R)-hydroxyphenylmethyl]-4-methyl-, (1S,4R,5R)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 
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HO. 



Ph 




H 



RN 1071908-05-8 CAPLUS 

CN 6 ()xa 2 azab i eyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-hexyl-5-methyl-, (4S, 5R) - 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 1071955-02-6 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane 3,7 dione, 

l-(2-cyclohexen-l-ylhydroxymethyl)-4-hexyl- (CA INDEX NAME) 



RN 1071955-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(2-cyclohexen-l-ylhydroxymethyl)-5-methyl-4-pentyl- (CA INDEX NAME) 




tie 




(CH 2 )5-Me 




(CH2)4-Me 



Me 



RN 1071955-28-6 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0 heptane-3, 7-dione, 

l-(2-cyclohexen-l-ylhydroxymethyl)-4-pentyl- (CA INDEX NAME) 



10/561, 711 



03 04 2011 



Page 367 




(CH2)4-Me 



RN 1089667-54-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(2-cyclohe X en-l-ylhydroxymethyl)-4-hexyl-5-methyl- (CA INDEX NAME) 



IT 744200-66-6P 74420Q-67-7P 74420Q-68-8P 

RL: AGR (Agricultural use); BPN (Biosynthetic preparation); BIOL 
(Biological study) ; PREP (Preparation) ; USES (Uses) 

(preparation of substituted 2-pyrrolidone derivs. as agrochem. fungicides 
and insecticides) 
RN 744200-66-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 



1- [ (S) - (IS) -2-cyclohexen-l-yl hv<J roxvmiM hv 1 -4-hexyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 



0 




(CH2)5"Me 




Me 



" (CH2) i 



RN 744200-67-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I (Si (IS) 2 eve I olioxrn 1 v I livd roxvme thv ] -1 (l-hvdroxvhexvl) -5-methyl- 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 744200-68-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(lR)-2-cyclohexen-l-ylmethyl]-4-hexyl-5-methyl-, (1R.4R.5S)- (CA INDEX 
NAME) 

Absolute stereochemistry. Rotation (-) . 
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OTHER SOURCE (S): MARPAT 144:81222 

GRAPHIC IMAGE: 



(Rl)n' R3( 




ABSTRACT : 

[3. 2. 0]-Bicycloheptanes I [Rl = H, halo, (un) substituted alkyl, etc.; R2 = H, 

halo, (un) substituted alkyl, alkenyl, etc. I R3 = halo, (un) substituted aryl, 

cycloalkyl, etc. I El~4 independently = (un) substituted heteroatom; with 

provisions] and derivs. thereof, are prepared and disclosed as having 

anti-cancer, anti-inflammatory, and anti-microbial properties. Thus, e.g., II 

was prepared by iodination of fermentation product III. In assays of growth inhibition 

of human multiple myeloma, II for example demonstrated EC50 values (nM) of 5. 9 

and 3.2 resp. against RPMI 8226 and U266 cell lines. Pharmaceutical compns. 

comprising such compds. and methods of treating cancer, inflammatory 

conditions, and microbial infections with the disclosed compds. or the 

disclosed pharmaceutical compns. are also disclosed. 

IT 1044999-00-9 1057246-19-1 
1057246-22-6 1057246-23-7 
1057246-25-9 1067236-86-5 

RL: PRPH (Prophetic) 

(IVoparat ion ol' [ '.). 2. 0 heterocyclic compounds and treatment methods of 
using the same) 
RN 1044999-00-9 CAPLUS 

CN ft Oxa 2 azabicyclol:?. 2. 0 hoplanr 3,7 dione, 

4-(2-chloroethyl)-l-[(S)-hydroxvplKM]vl m( Mhvl o methyl-, (1R.4R.5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 
HO Ph 

q.VH ,0 



1057246- 


-20-4 


1057246- 


-24-8 


1067237- 


-13-1 



RN 1057246-19-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

l-benzoyl-4-(2-chloroethyl)-5-methyl-, (1S.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 1057246-20-4 CAPLUS 

CN 6 Oxa 2 azab i cyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) -hydroxyphenylmethyl]-5-methyl-, (1R, 4R, 5S) - 
INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-22-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-4-propanenitri le, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-3, 7-dioxo-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



RN 1057246-23-7 CAPLUS 

CN 6-0xa-2~azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I I (S) (IS) 2 eye I olioxon 1 v 1 hvd roxvmrM hv 1 5 methvl 1 2 
[(methylsulfonyl)oxy] ethyl]-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 1057246-24-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyc lohexen- 1-y lhydroxymethyl] -4-ethenyl-5-methy 1-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 1057246-25-9 CAPLUS 

CN INDEX NAME NOT YET ASSIGNED 

Absolute stereochemistry. 
Double bond geometry as shown. 




• I- 



RN 1067237-13-1 CAPLUS 

CN Sulfur, [ (IS, 4R, 5S) -4- (2-chloroethyl) -1- [3- (hydroxy- kO) benzoyl] -5- 
methyl-6-oxa-2-azabicyclo [3. 2. 0] heptane-3, 7-dionato] trimethy 1-, (T- 
(CA INDEX NAME) 




10/561, 711 



03 04 2011 



IT 872360-16-2P 

RL: BPN (Biosynthetic preparation); BIOL (Biological study); PREP 
(Preparat i on) 

(preparation and MSBAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 872360-16-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohe X en-l-ylhydro X ymethyl]-4-ethyl-5-methyl-, (1R, 4S, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 872360-1 1-7P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PRP 
(Properties) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; USES (Uses) 

(preparation and MSBAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 872360-11-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 872360-17-3P 87236Q-18-4P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; SPN (Synthetic preparation); THU (Therapeutic use); BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 
(Uses) 

(preparation and MSBAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 872360-17-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0J heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (IS) -2-cyclohexen-l-ylcarbonyl] -5-methyl-, 
(1S.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. 
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H- 




0 




RN 872360-18-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 872360-15-1P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); RCT 
(Reactant) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(prcparal ion and \ISBAR of oxaaxab i eye 1 ohoptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 872360-15-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 



IT 823229-34-1P 823229-54-5P 823229-56-7P 
872360-22-0P 87236Q-23-1P 87236Q-24-2P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); SPN 
(Synthetic preparation); Till (Therapeutic use); BIOL (Biological study); 
PREP (Preparation) ; USES (Uses) 

(preparation and MS BAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 
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1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-y] hvdroxvmet hv I -1 (2 hvdroxvi't hvl) ^ methyl , 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-4- [2- (1- 
oxopropoxy) ethyl]-, (1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-22-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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RN 872360-23-1 CAPLUS 

CN Thiocyanic acid, 2- [ (1R, 4R, 5S) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]- 
5-methyl-3, 7-dioxo-6-oxa-2-azabieyelo [3. 2. 0] hept-4-yl] ethyl ester (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 872360-24-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-4-propyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 87236Q-12-8P 87236Q-13-9P 
872360-14-0P 

RL: liPN (Biosynt Ium ie prrparat ion) ; PAC (Pharmacological activity) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(proparaiion ami \ISIiAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 



10/561, 711 



03/04/2011 




RN 872360-12-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-13-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1-[(S)- (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-dimethyl-, (1R, 4S, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 872360-14-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -l-(2-cyclohexen-l-ylmethyl)-5-methyl- (CA INDEX NAME) 




IT 437742-34-2P 863126-95-8P 
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RL: BPN (Biosynthetic preparation); RCT (Reactant) ; BIOL (Biological 
study) ; PREP (Preparation) ; RACT (Reactant or reagent) 

(preparation and MSBAR of oxaazabicycloheptanes obtained via fermentation process 
for treatment of cancer, inflammatory conditions, and microbial 
infections) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 




RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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A novel orally active proteasome inhibitor induces 
apoptosis in multiple myeloma cells with mechanisms 
distinct from bortezomib 

Chauhan, Dharminder; Catley, Laurence; Li, Guilan; 
Podar, Klaus; Hideshima, Teru; Velankar, Mugdha! 
Mitsiades, Constantine; Mitsiades, Nicolas; Yasui, 
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treatment of l 



lapsed and/or 

- myeloma (\l\l) ; however, prolonged treatment is associated with 
toxicity and development of drug resistance. Here, the authors show that the 
novel proteasome inhibitor NPI-0052 induces apoptosis in MM cells resistant to 
conventional and bortezomib therapies. NPI-0052 is distinct from bortezomib in 
its chemical structure, effects on proteasome activities, mechanisms of action, 
and toxicity profile against normal cells. Moreover, NPI-0052 is orally 
bioactive. In animal tumor model studies, NPI-0052 is well tolerated and 
prolongs survival, with significantly reduced tumor recurrence. Combining 
NPI-0052 and bortezomib induces synergistic anti-MM activity. Our study 
therefore provides the rationale for clin. protocols evaluating NPI-0052, alone 
and together with bortezomib, to improve patient outcome in MM. 

IT 437742-34-2 , NPI 0052 

RL: DMA (Drug mechanism of action) I PAC (Pharmacological activity) ; THU 
(Therapeutic use) ; BIOL (Biological study) I USES (Uses) 

(novel orally active proteasome inhibitor, NPI-0052, induces apoptosis 
in multiple myeloma cells with mechanisms distinct from bortezomib) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemi stry. Rotation (-) . 
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Preparation of salinosporamide A for use in anticancer 
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President and Fellows of Harvard College, USA 
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ASSIGNMENT 1 1 1 ST( )R\ FOR US PATENT AVAILABLE IN LSUS DISPLAY FORMAT 



OTHER SOURCE (S) : 
GRAPHIC IMAGE: 



CASRHACT I 13: 122201 : MARPAT 1 13:422201 




ABSTRACT : 

Salinosporamide A (I) and its analogs, such as II (R = alkyl, alkenyl, etc.), 
were enanl lose], eel ivel y synthesized starting from 

N- (4-methoxybenzoyl) -L-threonine Me ester via several novel synthetic 
intermediates, such as lactam II (Rl = CH2C6H4-4-0Me) . The compds. of this 
invention have been shown to inhibit the proteasome, an intracellular enzyme 
complex that destroys proteins the cell no longer needs. Without the 
proteasome, proteins would build up and clog cellular machinery. Fast-growing 
cancer cells make especially heavy use of the proteasome, so thwarting its action is 
a compel ling drug strategy. 



IT 437742-34-2P , (-) -Salinosporamide A 

RL: SPN (Synthetic preparation) ; THU (Therapeutic use) ; BIOL (Biological 
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study) ; PREP (Preparation) ; USES (Uses) 

(preparation of salinosporamide A for use in anticancer pharmaceutical 
compns. as proteasome inhibitors) 
RN 437742 3 1 2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4 (2 chloroethvl) 1 (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute st (M'cocliemisi l-y. Rotation (-) . 
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ABSTRACT : 

A simple and effective stereocontrolled synthesis of (-) -salinosporamide A (I) 
was disclosed. The process, the first total synthesis of salinosporamide A, is 
capable of providing the compound in substantial quantities for further biol. 
studies. The disclosed synthetic scheme started from 

N- (4-methoxybenzoyl) -L-threonine Me ester and included the preparation of several 
novel synthetic intermediate eompds. , such as lactam II. Salinosporamide A is 
a synthetic target of special interest because it has previously shown 
proteasome inhibiting activity and shown cytotoxic activity in vitro against 
many tumor cell lines (IC50 values of 10 nM or less). 



IT 437742-34-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(asym. synthesis of salinosporamide A) 
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RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicycl O ;3. 2. OJieptane-3, 7-dione, 

4- (2-chloroethvl) - 1 - (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stin-oocliomisi ry. Rotation (-) . 
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New cytotoxic salinosporamides from the marine 
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ABSTRACT: 

An extensive study of the secondary metabolites produced by the obligate marine 
actinomycete S. tropica (strain CMS 392), the producing microbe of the potent 
proteasome inhibitor salinosporamide A (I), has led to the isolation of 7 
related y-lactams. The most important of these compds. were 

salinosporamide B (II), which is the deschloro analog of I, and salinosporamide 
C (III), which is a deearboxy I at ed pyrrole analog. New SAR data for all 8 
compds., derived from extensive testing against the human colon carcinoma 
HCT-116 and the 60-cell-line panel at the NCI, indicate that the chloroethyl 
moiety plays a major role in the enhanced activity of I. 

IT 437742-34-2 , Salinosporamide A 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 
(new cytotoxic salinosporamides from the marine actinomycete 
Salinispora tropica) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroet hvl) - 1- " (S)- (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 863126-95-8P , Salinosporamide B 

RL: BSU (Biological study, unclassified); NPO (Natural product 
occurrence) ; PRP (Properties) ; PUR (Purification or recovery) ; BIOL 
(Biological study) ; OCCU (Occurrence) ; PREP (Preparation) 

(new cytotoxic salinosporam i dc\s from the maj'ine act inomycet e 
Salinispora tropica) 
RN 863126-95-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1 ] -4-ethyl-5-methyl-, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 
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Total Synthesis of Salinosporamide A 

Endo, Atsushi ; Danishefsky, Samuel J. 

Laboratory for Bioorganic Chemistry, Sloan-Kettering 

Institute for Cancer Research, New York, NY, 10021, 

USA 

Journal of the American Chemical Society (2005), 

127(23), 8298-8299 

C0DEN: JACSAT; ISSN: 0002-7863 

American Chemical Society 

Journal 

English 

CASREACT 143:153185 



OH 

/0 



ABSTRACT: 

Total synthesis of potent proteasome inhibitor salinosporamide A (I) has been 
accomplished, which features strictly substrate-controlled operations starting 
with the only chiral center of (R) -pyroglutamic acid. The consecutive 
quaternary carbons within I have been efficiently constructed by manipulation 
of two intramol. reactions: carbonate-mediated internal acylation of an imidate 
ester and selenocyclization of aldehyde to exocyclic methylene group. 

IT 437742-34-2P 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(total synthesis of salinosporamide A) 
RN 437742-34-2 CAPLUS 

CN 6 Oxa 2 azab i eye I o | 3. 2. 0 i hept anr 3,7 dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT : 

Salinosporamide A (1. 
for treating cancer, 
cytotoxicity, proteasome inhibit 
Marked redns. in potency in cell-based assays 
chloroethyl group with unhalogenated substit 



CAPLUS COPYRIGHT 2011 ACS on STN 
2005:383219 CAPLUS 
143:70990 

Structure-Activity Relationship Studies of 
Salinosporamide A (NPI-0052) , a Novel Marine Derived 
Proteasome Inhibitor 

Macherla, Venkat R. ; Mitchell, Scott S. ; Manam, Rama 
Rao; Reed, Katherine A. ; Chao, Ta-Hsiang! Nicholson, 
Benjamin; Deyanat-Yazdi, Gordafaried; Mai, Bao; 
Jensen, Paul R. ; Fenical, William F. ; Neuteboom, 
Saskia T. C. ; Lam, Kin S. ; Palladino, Michael A. ; 
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USA 
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3684-3687 
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CASREACT 143:70990 

NPI-0052) is a potent j 
In this study, a seriej 



■ in developmenl 
;ayed for 
i vat ion. 
cement of the 
Halogen exchange and 



tion of NF-kB a> 
tecompaii i ed rep I, 



cyclohexene ring epoxidn. were well tolerated, while some stereochem. 
modifications significantly attenuated activity. These findings provide 
insights into structure-activity relationships within this novel series. 

IT 855517-18-9P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(structure-activity relationship studies of salinosporamide A 
(NPI-0052), a novel marine derived proteasome inhibitor) 
RN 855517-18-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-iodoethyl) -, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




IT 437742-34-2 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; THU (Therapeutic use) ; 

BIOL (Biological study) ; RACT (Reactant or reagent) ; USES (Uses) 
(structure-activity relationship studies of salinosporamide A 
(NPI-0052), a novel marine derived proteasome inhibitor) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroei hvl) - 1 - " (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 855517-19-0P 855517-2Q-3P 855517-21-4P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(structure-activity relationship studies of salinosporamide A 
(NPI-0052) , a novel marine deri\ed proteasome inhibitor) 
RN 855517-19-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-azidoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -, (1R, 4R, 5S) - 
(CA INDEX NAME) 

Absolute stereochemistry. 




CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4- (2-hydroxyethyl) -, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855517-21-4 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0" heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-vlhvdroxvmethvr-4-propvl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 



Absolute stereochemistry. 
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IT 855517-13-4 855517-14-5 855517-15-6 
855517-16-7 855517-17-8 

RL: PAC (Pharmacological activiiv); Till (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(structure-activity relationship studies of salinosporamide A 
(NPI-0052) , a novel marine deri\rd prot easome inhibitor) 
RN 855517-13-4 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I | (S) (IS) 2 cyclohexen 1 v I hvd roxvme t hv I 4 methyl , (lR,4R,oS) (OA 
INDEX NAME) 

Absolute stereochemistry. 




RN 855517-14-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen-l-ylhydroxymethyl]-4-ethyl-, (1R, 4R, 5S)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 855517-15-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -, (1R, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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RN 855517-16-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -, 
(1R.4S.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 855517-17-8 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-diethyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




IT 855517-26-9P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(React ant or reagent) 

(structure-activity relationship studies of salinosporamide A 
(NPI-0052) , a novel marine derived proteasome inhibitor) 
RN 855517-26-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 4, 7~tr ione, 

1-[(S)- (IS) -2-cyclohexen-l-ylhydroxymethyl]-, (1R.5R)- (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 855517-27-0P 

RL: SPN (Synthetic preparation); PREP (Preparation) 

(structure-activity relationship studies of salinosporamide A 
(NPI-0052), a novel marine derived proteasome inhibitor) 
RN 855517-27-0 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -4-hydroxy-, (1R, 4S, 5R) - (CA 
INDEX NAME) 

Absolute stereochemistry. 
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OTHER SOURCE (S): MARPAT 142:107451 

ABSTRACT : 

Methods are disclosed for treating cancer, inflammatory conditions, and/or 
infectious disease in an animal comprising administering a therapeutically 
effective amount of a heterocyclic compound The animal is a mammal, preferably a 
human or a rodent. Production of compds. by fermentation and synthesis is described. 

IT 437742-34-2P , Salinosporamide A 

RL: BPX (Biosynthetic preparation); DMA (Drug mechanism of action) ; PAC 
(Pharmacological activity) ; PKT (Pharmacokinetics) ; PRP (Properties) ; PUR 
(Purification or recovery) ; RCT (Reactant) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 
(Uses) 

(heterocyclic compds. and analogs for treatment of cancer, 
inflammation, and or infectious disease) 
RX 437742-34-2 CAPLUS 

CX 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R, 4R, 5S)- (CA IXDEX XAME) 



Absolute stereochemistry. Rotation (-) . 
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IT 823229-30-7P 823229-32-9P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PUR 
(Purification or recovery) ; RCT (Reactant) ; THU (Therapeutic use) ; BIOL 
(Biological study) ; PREP (Preparation) ; RACT (Reactant or reagent) ; USES 
(Uses) 

(heterocyclic compds. and analogs for treatment of cancer, 
inflammation, and/or infectious disease) 
RN 823229-30-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) -2-cyclohexen-l-ylhydroxymethyl] -4, 5-diethyl-, (1R, 4R, 5S) - (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 823229-32-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0 | hept ane-3, 7-dione, 

4- (2-bromoethyl) -1- [ (S) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-26-1P 823229-28-3P 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PUR 
(Purification or recovery) ; THU (Therapeutic use) ; BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(heterocyclic compds. and analogs for treatment of cancer, 
inflammation, and or infectious disease) 
RN 823229-26-1 CAPLUS 

CN 6-0xa-2-azabicyclo 3.2.0 heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cvclohexen-l-ylhydroxymethyl]-4, 5-dimethyl-, (1R, 4R, 5S)- 
(CA INDEX NAME) 

Absolute stereochemistry. 
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RN 823229-28-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) -2-cyclohexen-l-ylhydroxymethyl] -5-ethyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




IT 823229-34-1P 823229-48-7P 

RL: PAC (Pharmacological activity); RCT (Reactant) ; SPN (Synthetic 
preparation) I THU (Therapeutic use) ; BIOL (Biological study) I PREP 
(Preparation) I RACT (Reactant or reagent) ; USES (Uses) 

(heterocyclic compds. and analogs for treatment of cancer, 
inflammation, and/or infectious disease) 
RN 823229-34-1 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1" [ (S) - (IS) -2 -eye I ohoxon-l-ylhydroxymethyl]-4-(2-iodoethyl) -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 823229-48-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- (2-cyclohexen-l-ylcarbonyl) -5-methyl-, (IS, 4R, 5S) - 
(CA INDEX NAME) 



Absolute stereochemistry. 
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IT 823229-52-3P 823229-54-5P 823229-56-7P 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(heterocyclic compels, and analogs for t reatment of cancer, 
inflammat ion, and/or infectious disease) 
RN 823229-52-3 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (R) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. 




Cll2(M 



RN 823229-54-5 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1] -4- (2-hydroxyethyl) -5-methyl- 
(1R,4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-). 




RN 823229-56-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethy 1] -5-methyl-4- [2- (1- 
oxopropoxy) ethyl , (1R, 1R, 5S) ■ (CA INDEX NAME) 



Absolute stereochemistry. 
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IT 823229-06-7 823229-08-9 823229-10-3 
823229-12-5 823229-14-7 

RL: PAC (Pharmacological activity); THU (Therapeutic use); BIOL 
(Biological study) ; USES (Uses) 

(heterocyclic compds. and analogs for treatment of cancer, 
inflammation, and/or infectious disease) 
RN 823229-06-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-(2-cyclohexen-l-ylhydroxymethyl)-4-ethyl-5-methvl- (CA INDEX NAME) 




RN 823229-08-9 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- (2-cyclohexen-l-ylhydroxymethyl) ~4~ (2-f luoroethyl) -5-methyl- (CA INDEX 
NAME) 




RN 823229-10-3 CAPLUS 

CN 6 Oxa 2 azabicvc I o 3.2.0 heptane 3,7 dione, 

4- (2-chloroethyl)-l- (2-cyclohexen-l-ylhydroxymethyl) -5-methyl- (CA INDEX 
NAME) 




CH2-CH2C1 
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RN 823229-12-5 CAPLUS 

CN 6-0xa-2-azabicyclo _3. 2. 0] heptane-3, 7-dione, 

4 (2-bromoethvl) - 1- (2-cvclohexen-l-ylhydroxymethyl)-5-methyl- (CA INDEX 
NAME) 




CH2-CH2Br 



RN 823229-14-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

I (2 eyelohexen 1 y lhydroxymethyl) -4- (2-iodoethy 1) -5-methy 1- (CA INDEX 
NAME) 
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RECORD (16 CITINGS) 
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ABSTRACT : 

The present invention is based on the discovery that certain fermentation products 
the marine actinomycete strains CNB392 and CNB476 are effective inhibitors of 
hyperproliferative mammalian cells. The CNB392 and CNB476 strains lie within 
the family Micromonosporaceae, and the generic epithet Salinospora has been 
proposed for this obligate marine group. The reaction products produced by 
this strain are classified as salinosporamides, and are particularly 
ad van 1 agrous in 1 renting neoplastic disorders due to their low mol. weight, low IC 
50 values, high pharmaceutical potency, and selectivity for cancer cells over 
fungi. 
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study) ; PREP (Preparation) ; USES (Uses) 
(anticancer s a 1 i no s p or am i d e ) 
RN 137712 3-1 2 ('API. IS 

CN 6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute si Pi'PoHiemi si ry. Rotation (-) . 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 
ABSTRACT : 

The title compound I and II KM H, OH, methylcarbonyloxy ; R2, R5 = cyclohexyl 
or cyclohexy-2-enyl, wherein cvclohexyl can be substituted with 0-2 hydroxy 
groups; R3, R6 = H or OH; R4 = H or OH; R7 = OH, cysteinyl, 

accM ylaminoethylsulfanyl, methoxycarbonylethylsulfanyl, etc.] were prepared via 
fermentation of an Actinomycete of the genus Streptomyces and subsequently 
derivatized. Compds. I and II are useful as inhibitors of proteasomes for the 
?d diseases, such as asthma or cancer. For 
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example, compound III was isolated from the fermentation exts. and its structure was 
established by HPLC-MS and multi-dimensional NMR techniques. The latter showed 
an IC50 =1 nM in the proteasome inhibition assay. 
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RL: PAC (Pharmacological activity); PUR (Purification or recovery); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 

(Uses) 

(Preparation of 6-oxa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione (salinosporamide) 
derivs. for inhibition of proteasomes and treatment of 
prol easome med ia1 ed d i senses) 
RN 744200-67-7 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-4- (1-hydroxyhexyl) -5-methyl-, 
(1R, 4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. 
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CN 6-0xa-2-azabicyclo[3. 2. 0] heptane-3, 7-dione, 

l-[(lR)-2-cyclohexen I y I methyl] -4-hexyl-5-methyl-, (1R.4R.5S)- (CA INDEX 

NAME) 

Absolute stereochemistry. Rotation (-). 
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(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
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(Preparation of 6-oxa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione (salinosporamide) 
derivs. for inhibition of proteasomes and treatment of 
pi'oleasomo med filled diseases) 
RN 744200-75-7 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0] heptane 3, 7-dione, 

1- [ (S) - (acetyloxy) (IS) -2-cyclohexen-l-ylmethyl] -4-hexyl-5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolut e st ereochemi stry. 
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dione (sal i nosporamide) derivs. for inhibit i o 1 1 of protoasomes and 
treatment of proteasome-mediated diseases) 
RN 744200-66-6 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

l-[(S)-(lS)-2-cyclohexen l v I hydroxymethyl]-4-hexyl-5-methyl-, (1R, 4R, 5S) 
(CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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OTHER SOURCE (S) : MARPAT 141:105361 

ABSTRACT : 

The present invention is based on the discovery that certain fermentation products 
the marine actinomvcete strains CXB392 and CXB476 are effective inhibitors of 
hyperproliferative mammalian cells. The CNB392 and CNB476 strains lie within 
the Family M i eromonosporaceae, and the generic epithet Salinospora has been 
proposed for this obligate marine group. The reaction products produced by 
this strain are classified as salinosporamides, and are particularly 
advantageous in treating neoplastic disorders due to their low mol. weight, low IC 
50 values, high pharmaceutical potency, and selectivity for cancer cells over 
fungi. 



IT 437742-34-2P , Salinosporamide A 

RL: BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery) ; BIOL (Biological study) ; PREP (Preparation) 
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(salinosporamides and anticancer use thereof) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4 (2-chloroethvl) -1- (S) -(IS) 2 -cvclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R.5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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ABSTRACT: 

A simple and effective stereocontrolled synthesis of salinosporamide A has been 
developed. Of special note is the direct conversion of 

am i no (ben/,y I oxymet hy I) hvdroxvbu 1 anon 1 r I (R II) to acrvlovl derivative I (R 
C0CH:CH2). Also, quinuclidine proved to be superior to other bases in the 
cyclization of oxybutanoate II to oxopyrrolidinecarboxylate III. This process, 
the- first synthesis of salinosporamide A, is capable of providing the compound in 
substantial quantities for further biol. studies. Salinosporamide A was of 
special interest as a synthetic target because of its potent in vitro cytotoxic 
activity against many tumor cell lines (IC50 values of 10 nM or less). 

IT 437742-34-2P , Salinosporamide A 

RL: SPN (Synthetic preparation); PREP (Preparation) 
(asym. synthesis of salinosporamide A) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo[3. 2. 0]heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl] -5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 



Absolute stereochemistry. Rotation (-) . 
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AUTHOR (S): Feling, Robert H. ; Buchanan, Greg 0.; Mincer, Tracy 

J. ; Kauffman, Christopher A. ; Jensen, Paul R. ; 
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ABSTRACT: 

A member of the "Salinospora" group was examined and was found that strain 
CNIS 392 produces 1 he chemical unique and highly bioactive metabolite 
salinosporamide A. Salinosporamide A exhibits potent cancer cell cytotoxicity 
and appears to exert its cytotoxic effects through inhibition of the 20S 
proteasome. "Salinospora" strain CNB-392 was isolated from a heat-treated 
marine sediment sample that was plated on sea-water-based agar nutrient medium. 
Salinosporamide A appears to be a direct product of the fermentation rather than a 
subsequent transformation product of a precursor similar in structure to that 
of lactacystin. Salinosporamide A displayed potent in vitro cytotoxicity 
against HCT-116 human colon carcinoma with an IC50 value of 11 ng/mL. This 
compound also displayed potent and highly selective activity in the NCI' s 
60-cell-line panel with a mean GI50 value (the concentration required to achieve 50% 
growth inhibition) of less than 10 nM and a greater than 4 log LC50 
differential between resistant and susceptible cell lines. The unique 
functionalization of the core bicyclic ring structure of salinosporamide A 
appears to have resulted in a mol. that is a significantly more potent 
proteasome inhibitor than omuralide. 

IT 437742-34-2 , Salinosporamide A 

RL: PRP (Properties); THU (Therapeutic use); BIOL (Biological study); USES 
(Uses) 

(salinosporamide A: highly cytotoxic proteasome inhibitor from novel 
microbial source, marine bacterium of new genus Salinospora) 
RN 437742-34-2 CAPLUS 

CN 6-0xa-2-azabicyclo [3. 2. 0] heptane-3, 7-dione, 

4- (2-chloroethyl) -1- [ (S) - (IS) -2-cyclohexen-l-ylhydroxymethyl]-5-methyl-, 
(1R.4R, 5S)- (CA INDEX NAME) 

Absolute stereochemistry. Rotation (-) . 
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